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(57) Abstract: Melanin concentrating hormone antago- 
nists containing compounds of the general formula (I) or 
salts thereof are useful as preventive or therapeutic drugs 
for obesity and so on wherein Ar 1 is an optionally sub- 
stituted cyclic group; X and Y are each independently a 
spacer having a Ci^ main chain; Ar is an optionally sub- 
stituted fused polycyclic aromatic ring; R 1 and R 2 are each 
" — "~ y independently hydrogen or an optionally substituted hy- 

drocarbon group, or alternatively R 1 and R 2 together with 

" ' * * the n itrogen atom adj accnt thereto may form a n itrogenous 

heterocycle, or R 2 together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle, or R 2 together with the nitrogen atom adjacent thereto, 
Y, and Ar may form a fused ring. 
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Kt^ R'&> **. Me, Etat'OffimJ^; NR*R 3 ft, NH^NHMe 
£>-$7S X NEt 2 , NBu 2 &£0z:$fc7S>, pyrrol idinyl, piper idinyl, 

10 morpholinyl &£©gl;i*7$ >£; R'&itf R 5 fi> 7j<^, Me&£tf«7^ 
0Me^t*O«7;i/n+i/, ADv->$; R 6 te, 7kSf,Me,Et 
i7HJ^; R'(t H, Me, UUEO&C7)^)W COR 8 (R s £7jI/n*-X 
7U-;p:**v\ NR 9 R'° , (NR 9 R'°&, NH 2 , NHMe &£*©M&£nTTfe <£H 
-^7$X NEt 2 , NBu 2 &£©z:®75>, pyrrol idinyl, piperidinyl, 

15 morphol inyl fcEOWkT 5 ») £; A ft, -CH 2 - -CH 2 CH 2 -^:£<D7;^;^I 

6) J**-:*-;!/ ^5^;1/V1t-WXx^-(J. Chem. Soc), 4678 

Cl 962). &%WZisJr—3-)l ^ A^PIM^ U y #£"$7. h U-(J. 
Heterocycl. Chem), 24, 345 (1987) Klft, MM%jjW?%*1jtZ>, £ 
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Y«±«©IFPjft 1 6 ©7^—tf—£ ; 
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4* - 7 )v* n-N- [z- 0 - 1! □ u i?-^ ^ -'6-=^ y u W [1 , 1 ' - 1* 7 x - 
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4' -7 O P-N- [2- [ (2-* 5P;U-4, 5-^ t H P-lH-f 5 7V-;M ~i )V) * 

;H-6-*y [1, i'-t!7x-;i/]-4-*;^w$ h* ; 

10 4' -7 PP-N-[2-[(2, 2, 6, 6-r H9;WM-IMU v>~;W *=f-M-*-*J 

u~;w [i, r-tf7x-;n-4-*M+D-5 h ; 

4- (4-7 P P 7 x-;W -N- [2- (1- 1! P U S^M^W -6-* J U rjW -1-tf 

n- [2- (l- tf p u ;* V) -6-^ y u [i , r - 1?7 x -4-#;p# 

is K ; 

6-(4-y^;i/7x^;w-N-[2-a-tf p u ?;W-6-^7 u =;w ~P5P 
4-(4-y h^^7xn;w-N-[6-(i-trp u ^;p^5 i ;0-2-^75 1 ;W-i-tf 

20 6-(4-y h^~>7x-;W-N-[6-(l-fcfPU^;i/y^)-2-^7^;l/]~P5 1 
>75 F ; 

6- (4-^ ?)Vy x-JW -N- [6- (1-tf P u v>~;m -2-f 7^;w ~P f > 
2 3) 5£ : Ar'-H (XII) 
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2 6) (i) ^$n*ft^w*fctt^©*©#3»**i«iL»!ftK:s#'r* 

2 7) ^ (i) T?^sn5<b^*sfctt^©*©^ra«*RiiL»«iK:s#-r* 

2 8)^ ^:=>83^;^>cjgHrsi£&©^i» • ^^j^mitf sfc8e> 
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29) jKausgo^K • i&*0B&«jfi«fc»©, ^ (i) -casti*^** 
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s x 7^>\ tra-;k <5^/-;k tf^7-;k ^77-;k <v?7 
v*-;k. ^-^/-;k -fv^-^/-;K trus^x k?s», tfus^ 

X k''Jf/X l,2,4-t^^77-;K l,3,4-:t*1^777-;k 1,2,4 

-?7P7V-)Vs 1, 3, 4-5P7 $>77-;k 7^if>^£^we»n^o 

10 2-,3-£fcte4-fc!UX)k 2-£fc«3-7U;k 2-, 4-£;fcte 5-^77 
UJk 2-,4-^fc«5-^WJ;K l-3-Sfc«'4-tf^7U;k 2- tf 
7$?-Jk 2-, 4-^«5-tfUS^;k l-,2-£fc&3-krnlUk 1 
-,2-&£»4-^$^/U;k 3-^fc«4-lf»J^-;k 3-^7.5f77 

u;k 3-<v^+^/u;k i,2,4-^^77-;u-5-^;k 1,2,4- 
15 **W7 7-;v - 3 — 4 )vtz aim vf e ns . 

ksf* b < » 2 3 mso^rsmfr 1 a®*****!* we* 

25 ~4ffl)£^tr9&ViL14M, ff*U<tt9$fc«lOJi08££iR^#» 

s^7-;k ^>x**+i-7-;k ^>i/^77-;k ^>x-rv5 l 77- 
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vX ^"7^U> > >, ^VUX ~>WJX t))WVJ-M 

ux 77'>7x 7xt^>, 7^;k^h, ^*tf>x>&<!:>w 
5 sn-s. 

-, 5- 8-*/ U;P ; 1-.3-, 4-, 5-, 6-, 7- Sfcte 8— f 7*/ >J 
;P ; 1 -, 2-, 3-, 4-, 5-, 6-*fctt 7— f > H >J ^ ; 1-. 2-, 4-£fc« 5- 
-f 7-f > H U ;i/ ; 1 -, 5-*fc« 6-7* 7 ; 2-, 3- 5-+ 7 + 
10 ^U-;P;2-,3-,4-,5-^fc«6-^>77 5-;i/;2-,4-,5-^fe«6 
-^>75 1 7\/'J;l';l-,2-,4- > 5-^^«6-^>X-r5^yu;i/^^dt 

rn^^SMj rau 2 iseu * t < « 2 3 fi) ©3hhr#¥*s 

R3Sf#iWII£#i: LTte, 6 fcV* L 1 4 ©*lR5S$fc«f8 

1 0 ft Off* U < « 5 6 *) 5HSBI«K55S*> 6 8 tfn* 2 S&tt 3 fl Off £ 

20 »sa!*^#©»sb^«tbT«, m^xex 7-7* v>, tru 

-f7^+U-7*-;K 1. 2. 4-*+*^Tl/-;K 1.3,4-^U- 
-777-;k 1,2, 4-5P7-77 7-;k l,3,4-^7$>77*-;k 

-f7*/ux -r>H-;k ^>!/ft7i>, ^>x^+u-7*-;k ^> 

25 75 1 77-;i/*5J;^>y , 7^>^e > 31«n^ 2 3 fflOSrSSR* 6fc 

r^m^^#^*J ©JMfc^LTteu 2-,3-*fc«4-tf7xnU;i/ ; 3 
- {\—ryj-)V> -1, 2, 4-ttD-?T*S~-)V-5-'()l ; 3- (2-^7^) - 
1, 2.4-^U-$>7V-;i>-5-- f ;P ; 3- (2-^>77^n;i/) -1, 2, 4-^ 
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■U-S?7VT-;P-5—f;P; 3-7x^-1,2, 4-***^7l/-;P-5-'f 
)V \ 3- (2-^>X**U-l/U ;W -1. 2, 4-^*^7 f ^ ; 3- 
(3— f > H U M -1, 2, 4-W^77-^-5-^^ ; 3^ (2— f > H U;W 

• -i,2,4-^-^5?ry*-;p-5— r;i/ ;4-7x-;i/5 : -7 s /-;i'-2--r;u;4 
•y-i/-;P-2— f;p ; 4-(2-WW7x^ ; 4-(3-^x-;W ?i- 

;i/ ; 3- (3- tf U 7x-Jk 4- (3- fc° U SW) 7 i-il' ; 6- 7i^- 
3 - bf U ,* 5 - 7 x^;P- 1 , 3, 4- **VP7 V-JV- l~1)V;i-(2-j- 
10 7f;i/)7x-^ ; 4-(2-^>y77-JW7x^ ; 4,4'-t;!/7x^ ; 
5-7x-J|/-2-t!'JyJV; 2 -7xZJl/- 5 -tf U 55?=^ ; 4-(4- 
t!Uv > ;W7xn;i,; 2-7x-;|/-l,3-tW-Jl'-5-^;P; 2,4—7 
7i-JhU-tW/-JV-5-f^ ; 3-7x^- f V**U"!/-;P 

- 5 - -f ;P ; 5 - 7 x 2 - 7 U ;u ; 4 - (2 - 7 u ; W 7 x Etm 

15 e>fts. 

tmhit t^wmi o^Tffc; r^** 6 b 1 4 wgutu^cw: 

(Iff* b < « 2-, 3- 4- tT7 x- U )V ; 6- 7x^-3- If U *7;k 

20 5-7x-;p-2-ifU^;^^) j ##$bv>. 

25 7^;K $^n^>^;k ^da^^K s^D'v^k v'^P^^ 

c s _ 8 i/^D7;i'^-;Pojl#fSibTtt» ->^d7 , d^-;k ->7d7t 
-;k ->7D^>f-iK v^D^-knjk y7 0A7r^ 
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w&a&ns'vr dk^? i aeuiMi*.!*, i~3 ® s^tr 5 ^v»u 8 a© 

10 xX Tb7hFD77X fcfPU^X >T5*VUX -fS^VU^X 
t?57UX tT57US?X xb7tKD^77-;K fh7hFn-fVf 

.^U-XX T^fcKPfcfU^X 5?tHDtfU5?X tw^x 
UX mWJX xb^kHPlfUS^X xh^bKPkf'J^XX 
15 'vfrU-^l^Xf 5X 1, 3-v^i^X 1. 4-iWr1f>ft£^ 

u < «: 9 io ams&mmmwimmf&z&mtfznz. mm 

. X^t)*7-;k ^kFP^>V^77-;k v ? bHP^>xW^7y- 
25 ;k ^tHnt7M2,3-b]f*7x>, Th7tHn^y+;ijx ff 
7kFn+/'JX *-f>FUX -fV-f >KUX fb5kHo+;WJ 
X fh7.tKP7xt>h'J'7>, ^kFD7x;^7yX 

kFD7x/W>, TF7tFD7^7y>> Th7tFPt7fU^ 

X -r h7k FQWJX xh^kKPXV/UX fh7kFDM 
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a, i l -tTi\&vy*j**i'(m. *3-vyvtty, x^vy^^yu. 

^^ufcifh c x _ 6 7;p^;1'-c 8 _ 14 7U-;p-c 2 _ 6 t;p^;k^j, 
x - jHf-Ji^a © x a □ y >te $ n wt % «fc v> c 3 _ 6 y * p tjv 

t>«kViC 1 _ 6 7;WP5 1 ^ e$*£WLTVvrfc£^ 7 _ 19 75;Wk 
20 tKD*S/, g&S£WbTVvrfc£V>C 6 _ 14 7U-;k*+:^ 

4 7U-;i/-*;wt ; &-f;K 757, 7s/-c 1 _ 6 7;wk^j, 75/^^ 

Jk 7S/XfJk 75/:7*Ptf;k TSy^H&g), *J -C !- 6 7;V 

*;k75V(«, pWio^A x^tsa :/Pif;k7SA <V7°Ptf 
25 . ;k7SA 7^75 a^e), ^-c^^Wkrs/CflK ^^;i/7s 

A >>X^;k7SA >>7°Pt:\>k7$A S^^TSA IfJWW 

sysa, ^b; -c ^67^75 ; -c ,. 6 mjK^ ^^7^/ 
*^;k x^;k75/pWk ^pt^krs/^k -fvr/DWKrs/ 

X^Jk /W^yx^Ma, y-C 1 . 6 7W7S7-C 1 . 6 7M 
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;kr v^ftj^st^v, pxf)vrs.;*?)v. yfu&vrs.;* 

mmSd: UTWL Wtfe J;V*. 

*uwT^*vi5&v>uioA»«wii*iiia6j turn r«S 

15 ^tT^Tfe<fc^5^^l7IffifPit75;j fciStt* w&gj 

tsis rAoywt:$nTViTfe«t^c 1 _ 6 7;p+;pj ^lt«, mxu. 1 

pfc!;k -TV^nkVK 7^;k -YVT^k sec-^Jk tert-^k 

^7;k^-p/^;k hU^PP^^k HJ7;k^-P^;k x^;k 

25 2,2,2-hU7;k^PX5 1 ;k ^>^7J^nxm 7 

ptr;k 3,3,3-hu.7Jk^P7 , Ptf;k -fv7Ptr;k 7^;k 4,4,4- h 

>J7Ma^;K -fV.T^k sec-73Mk tert-73Mk ^>^;k -f 
VO^k ^^>^JK 5, 5, 5 - h 'J 7J^n^>?JK A*S/;k 6,6,6 

- h u 7;k^-PA+^;i/fet^tf sns. 
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MIS rkFD*5'-C 1 _.7;Hr/l'J C£V>T, C 1 _ 8 7JU*;i'£bTfci:, 

SOBB rAP^>fc$n"Ovrfc«fcvs c ^rfr&Vi fcitt* c ,. 6 7m 

WE rAPy>te£nTVvr%<kvu 3 _ 6 ^P7;Wki tbTtt, 00 A 
5 tf, lfcV>L5fl» ff*lXttl&V»l/3fl©APy>BC^(fcU 7y*, & 

&n*. jMWfltLTtt, ^n^Dt?;k ->^p7^;k ^p^>^;k 

io ^^p^>^;k 4-^ □ d^>^ DA^j/MiWJf e>ns. 

Mis rAP^><bsnwTfe«J:^c 1 _ 6 7;i/3^^j wttfc 

1&V*L5<@. ^b<«l)5:ViL3<S0AP^>M : ?(^J> 

15 ^LTteU *Mr*X ^^P* h*X >U7MD^b + 

X Ih^X 2,2,2- hij7^DIb^X 7P#*X -fVT'P^X 
7>=^X 4,4,4- HJ7JM"P:7h*X <V7>*X sec-7h*X 

^x^fct^x ^*x>k**xft£#^&:fen5. 
t&ia rApy>ftsnwx'bJ;ViC 1 _ 6 r^;P5 1 ^j £LT«u flAfo 

25 p t?;i/^*\ -< v7p e;^*-, -f&v?-** 4, 4, 4- h u 7^:*p73MW : - 
ffiC rjtjftatswLTWbi^c^j.T^WH fcfctt* rc 7 _ 19 7 

HJ7i-JMfJk l-^^JM^Jk 2-^-7^;M^;k U-77x 
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-;H3\>k 3-7xX;k7*Pfc!;k 4-7i-Jl/^JK 5-7xZM>f 

; w& £ *« w £ n 5 . & a* t * y i» ws. £ am s b v * . 
WTfei^c 3 . e ^o7^K AP^{fc£nwTt>,£v>c 1 _ 6 7;i' 

n*5A AD^*>flsSnTV>T'b«kV»C 1 _ 6 7;m i ;H i ^ tb'D.+y, 75 

io jktsa -fvypt^SA W)V7S.Ji3.&> > > -c 1 _ 6 7;^;P7 
5/(#K >w;k75A yxwsy, ^-/p tf;P75 y , y-mvr 
x^kwk7^/&a> 75/-c 1 _ 6 7;wkr 75AWk 

15 nt:;P75 A*3\>k <i yyptr;k7syxf;k ^^rsAx^frttg), 
> ? -c 1 _ 6 7;Wk7ay-c 1 _ 6 7;WK^ ^ws;^^, s?x 
^;k75/^^;k ^yptr^s/^^k 5^77°Pb!;k75/x^;k 
> ? ^;k7$yx5 l ;^a> *;k=uk jWM?*^, ^A^k ^^-^7 
;UA ,; e-r;k Any>fl5snT^Tt>«k^c 1 . 8 7;p^-*;P#x;k c, 

20 _ 6 7;kP+^-^;i/fc;K^i > ^ h^>#;k£x;k xh^^M-jp, 
7*p^^A>j?x;k tert-^h+^;k^-;^a, t/-c i _ 6 7;u 

jw^e-ok x^M^k^^/t^-r;^^), ADy>ftsnxuTfeiv> 
25 c 1 _ 6 7;wkx;k^x;k *;ks;k75A AP^xt^nwrfci^c 

j.eTJWh*;^^ h\ c 1 _ 6 7;kP+^-*;i/^U-5 ^ h 

:7>*^#;i/#*lf-5 Kfc<HK c 1 _ 6 7;Wkx;^-;kT5/(^ ;*5fjp 
7jk*x;k7^A x?;kx;^x;k75y^a> c 1 _ 6 7^*;t'-*;p# 
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*J*?M -f ;kf* v^)Vts)vn^ )y** E) u Etmvf 

10 ££T> rAPy><bSftTVvcfc«kv*c l.tMJPj , rAP^XfcS 
nTViTt>«J;^C3_ 6 ^P7;^;pj , rAny>ft$nwb«kvu 1 
_ 6 7)in3ci/\ , rAo^>ft:$nTViTt)«i:vsc 1 _ 6 7;ww ; ^j £b 

15 wis rAnyxh^nwcbJ;^ c ^.tm^-j&m^j turn, 

20 hvyfrXuy&DVs hU^DD7-fe^;k 7°p/v-r;k y*/w;k 

huBB rAn^><b$nwTfej:v»c 1 _,7;p*;p^;p3ih-;pj £UTte, 

&as, 3'7*^a^WbT^T ; b £ i;^c 1 _ 6 7;WPx;i/*^;K0!i, 
25 ^^/UkfrxM x^;i/x;u*-;k 7p t?;px;kfrx;k -fy^ptf^ 
;up#-;k 7^;px;^n;k sec->f^;^;p*-;k tert-^k*^ 

s?7;kt-ppWk*;kje:;k HJ7;u*ppWk*;kfr-;k x^;px;p 
7hx;k t°p t?;U7Jkfc:i;k -f yyp tr;^;u*x;k ^;px;p*x;k 
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4,4,4- hU7;^a^;ux;^~;k ^>^x;>fc;k *\*z/)V7>)V 
tm rADy>^$tiTViTt><t^c !. } 7;p^-*m^5 hj £b 

T«> 09*. f& l&^bS®, #*b<»lfcV>b3fi©/\ny>ir?(0!|, 
5 &$. HJK 3C7^^)&WbWT ! b«fcVU 1 _67;WP-*;i' 

HftflltbTtt, #)*-&7-t?h7^h\ VV7fr*n7th7 
$ h\ 7°D/t>75 H, 7^>75 fen*. 
1MB rnifc***bWT , b«k^c e . 14 7U-;^4 i ^j \z&tf% rc 6 _ 

^frttz/, 2-^-75 i ;M5 1 ;^*'>, U-77i^;H5 : M^y, 3- 

#*->fc£#*stf&ns. 
H&fB rg^WbTViT : b c j;vu 6 _ 14 7U-;p-*;i/;w;i/j 

m rttm*^WbT^Tt)«fcViC 6 _ 14 7U-;i/^'>j , ra&gfcwb 
T^TfcinCt.uy^W^j , rg^^WbT^Tfeiv^Cg, 
14 7U-;i/-*;p/w;i/j rg&xj fcbTtt, Mffi rg&g£ 

WbTV^Tt)J:v>c 7 _ 19 77;P+;i/j tfcfr* rs&gj ibx^bfcfe 

MfB rBift«**bWTt)«fcVi5«:Vib7Sfi&fPa!tt75yj KlfcttS 
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5 ^rg^s*WbWT i b«kVi5^v>U7Mtafpgi^75/j tefefr* rg 

m»j tbTti, w^ttf, /\py>tt£nTv>T'fe«fcv>c 1 _ 6 7;M i 
nwT<&J;v> c 1 _ 6 7^;px;p*-;k fim«£*bWT ! b«kv> c ^ 

4 7U-;k «ft«%WbTViT'bJ:^C 7 _ 19 75;WP» *^£WbT 

io vvct>£vu 6 _ 14 7U-;i'-#;i'#-;k wnsiiw^^^ifj 
bioM^#j^s^*, c 1 _ 6 7;U3^>-c 1 _ 6 7;^;p *b*~>* 

is « i ^ b 3 <@t-&s. 2 «k±©«^, «a*ttra- 

■ celt, rAPy>fb&n-o>T*>cfcv>c 1 _ 6 7JWh > rg&S£Wb 

{b$nx^T ! b^ViC 1 _ 6 7;p^;i'X;i>^n;i/j tbTWu rg&S£W 
bWTt>,kv>c T _ 19 75;Hr;ki fcfctts rg$Sj tbTfli^bfcfc© 

rpiftfiswbWTt)<k^c 6 _ 14 7>j-;pj c^frs rc 6 _ 14 7U-;pj 

2-7>7.u;^t^ife>ns. tefrr*b, 7x-;pfcE##*bv>. 

K rg&g££bTV>Tfc<kv>c 6 _ 14 7>J-;H fcfctts nt&*j £b 
t«» wsb rgm*^ ; tbT^Tt)j;^c 7 _ 19 77;^;i/j rg& 
Xj fcbTiwsbfc>b©#ffl^&n*. g&*©ffe«, i&v>b5®> 
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rfi«a£*wi>TViT , b«j;ViC 6 _ 14 7 , J-;P-*;i'fc^j' fcfctts rc 
6 _ X4 ru-;i/-*;pfc;pj £lt«> ^>yy;k 1-^7 W 
5 ;k 2-^7 M'^fca^tf ens. 

& r«#i£&WLWTfc J:Vi c 6 _ 14 t u fcims rg 

10 *IWUI»lRl-T?»oT'bMft:'3T^Tt>«kV5 0 

r«»ft^bTViTfc«kv>5^bioAa!«^*iiaij temts 1*5 

m*m¥&£xmm&*fre>mtt.nz 1 2 a, $?sl< 1 4 
fiOAfni^m 5 & l 10 a© (mais^fctt 2 gta) mfttekais 
15 *J#wsns. JWWijfcfik 0a*fck 2-&t£}$z-?x.-)i ; 2- 3-^« 

4 - M U ; 2 - £ & tt 3 - 7 U ^ ; 2 - , 4 - * 1t « 5 - 5P 7 V* > J ; V ; 2 - , 4 - 

-, 4-£fcte 5-tfU5 V-)V ; 1 -, 2-£&« 3- tf □ U ^ ; 1 -. 2- Sfctt 
4— f 5 ^>/U;P ; 3-£fcte 4- M U ^'7-;P ; 3— f 75f 77 U ^ ; 3-< 7 
20 ttDrVVJV; l,2.i-ttW7V-)V-S-'(fr; 1,2, 4-3-=W77*- 
)V-Z-4)V ; 2-,3-,4-,5-Sfctt8-*7 U^I 1-, 3-, 4-, 5-, 6-, 7 
-*£tt 8— f 7*7 ; 1-, 2-, 3-, 4-, 5-, 6- £fc» 7— f > F U 

)V; i-,2-,4-£fe«5— ry-r>Ku;u;i-,5-^«6-7^^^;u; 

2-, 3- 5-=^7^U ; 2-, 3-, 4-, 5-£fcte 6-^>7'7 7- 
25 2-,4-,5-^fctt6-^>7^77U;i/;l-,2-,4-,5-*fe«6-^ 
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H)> XhP, is? J. /\utf>4fr$nTKT'b&KC 1 - 6 7)l'*M C 6 - 14 
C 6 . x 4 7 U -)V -C 2 _ 6 7)Vtr-MM. x -;nf^;^ a , 

Tt>£V> C 6 _ 14 7 , J-M^^iiaStLT^T%J:^ C 7 _ 19 7?;k* 
;k**'>, 75;/75;-C 1 . 6 7MiK^ 75/;Wk 

jk 75 7^Pt!;k 75/^;i/^a, ty-c^^WK/'sy (#K 
io y^;i/T^y, ype;k7^/\ ^v^Ptfji/j^y, ^ 
;krs/&£), v?-c 1 _ 5 7;wi'75/(^, swwtsa ^x^;i/7 
sy, >>:/pfc?;k75/\ ^wsy, x^kwi/r^/fta, 
-c 1 _ 6 7;wi/75/-c 1 _ 6 7iwK0il. ^Jkrsy^k x^;k7 
^ptf;i/75y^^;k ^v:/Pfc:;k7 5/x5f;k ^;i/7 

15 y-C 1 . 6 7M^73;-C 1 _ 6 7JWKE 

75 /^;k ^x^;P75/pWk ^yptfji^/^k smv? 
p tf;P7 s j x^;k y-fz-m ^ J x^;kk£) , 5 l 7 M»^lfc7 
$ a 7->;k 7v;P7^y^ 7^;k^*^&£^fe>n3. «^S©^c 

$i>tfcf i &v> b 5 m, &£L.<\ti ta^L 3 {iT&3„ gm«»* 2 f@ 

ccx*, r;\p^>'fb$nTViT ! feci:^c 1 _ 6 7;Wl/J , r/xp^XbS 
nwTfe«t^c 3 . 6 y^D7Wj , rAo^MfcsnwTfc.fcvu! 
_ 6 7;i'P^>'j , r;NDy>-fb$nTViTfe«i:ViC 1 _ 6 7;w^^j > rg 

25 c 6 . 14 7U-jmyj , rg^s^bwr ! b<i:ViC 7 _ 19 7^;i'^;^ 
^mVtMi rgm& t&s rg^&;£LTVvrt>j;^5fcv>L7 
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WlB ty'sM tLX\t, W*.& 5£:-C0-R 3 , -co-or 3 , -co-nr 
5 3 R 4 > -CS-NR 3 R 4 , -S0 2 -R 3a , -SO-R 3a , -P0(-0R 3 )-0R 4 £fc 
«-P0 2 -R 3a RWi)**^ (ii)«ftS*Wl/WTfe«fcVi 

satmni) g&«£WbwTt><u«i^3;R 3a fc*(i) 

^ifi^SS ; R 4 fc#*JBf : P*fctt C a _ 6 7;P+;l/^^L ; R 3 £ R 4 

R 3 ^fe«R 3a T^$n^> msm%%Lx^x%£KMtt>&m&i tsw- 

% Wik**£i £bxte> fi|!R*fc«aittlftfl:*^*(«, 7;p* 
;k 7;i^x;k 7;u*~;k ^D7», 7U-;k 75;i/+Ma 

a) c,. ( mjKm«, ^^;K x?\>k 7°Ptr;k -ry^ptf;k 7*5f 

;k -f V^;k sec-75Vk tert-7^;k ^>^;k 'vfr^fc^) ; 

b) c 3 _,7;^-;K^tf, tf-;k 7U;k ^V7°p^x;k 2-7^x;i/ 

fcE) ; 

c) C ? .,m^Hmit x^-;k 7°nA;Wk 2-7^r;^a ; 

d) C,.,^D7;W(^B, >-7P7°Ptf;k ^P^k ;>7P^ 

e) C 6 _ 14 7U-;KWlfc£ 7x-;K i-^-7?;k 2-^7^;k 2— f> 
;k 2-7>xu;kk£), ^Kii7xrjk- 

U7z^f^ l-^-7^;M^;k 2-^-7^;^ 5^;k 2,2-v7xX 
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;kx^;k 3-7x-;^ntr;k 4-7x-j^fjK 5-7i-M>5 : jp 
r«7jc^Sj fftKttCumjk c 6 _ 14 TU-;k c 7 _ 19 
5 ritiJut**rbTv>Tfe«fc^^b**llj fcfctt* rs^sj thru, 

fc«fcV>C !. 6 7MWt tHn+y, 75 7, ^7 -C 1 _ 6 7;l/^;V75 

10 pis^sa x^ktsa yotrjkTSA -fvynt:;kTSA 

;i<7$a v?^Pbf;P7sy, 5>t^;p7$a x^M^^^/^a, 
*;ks;k #;ktf*~>> fcjkrc^-ok ^^kAt-ok Aayyitzn 
TV^TfecfcVi c 1 _ 6 7;wp-*;pjI?xjp>c l '.,7^3t->-*^(fl, 

15 ^ h+yjt/^fcJK lf*^M-;K'7"nii?^y*M-Jk tert- 

Hiftm*, «ft*£*ri/Wrfe «kvi c 6 . 14 7U-;h*M-;k b^s 
20 5 feVib 6 Jlll*m*;p#x;k t/-c ^^m-AJW^iKfi, ^ 

25 fc$*iWTt>j;v> c 1 _ 6 7;WPx;^x;k «&S£*lt wb«tu c 
6 _ 14 7U-;kx;p^x;k *)V%)W$;> Cj.^M^-^Mrjw 

^c 6 _ 14 7'J-;p-*;i/fc;i/^->, c 1 _.7;p3*5/-*;^x^^ 
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io 4 7u-;p-*;p/t ; e-f;pj £lt»& tn^nmm mwk&z^vx^xb 

15 L&fcOtflfflHStt*. 

s*WUTViTt>«kviC 6 _ 14 7U-^-*;p^-;H tvxu. ^n-znm 
m m^M^Lx^xh^b^hiRmmm^r^y] \z&v% m 

20 rgtfex&WbTViTfe«k^c 6 _ 14 7U-;i/^'>-*;^-;H fcfctt 
5 rc 6 . 14 7U-;i'**'>-*;w?^j ibtn «07i-M*^ 

25 nz> rc 7 _ 19 79;w^^v-*;pfc;wj ti/Tti, 
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5 -n^y-fJk 2-x7-r;K 3-x/-t;k 2-7d^;k z-yu-ov. * 

4-tfU ^;kfr;i^w;k 2-^x-;^;wi^;k 3- 
6 _ 14 7U-;px;i/^;h turn, 7x^*». i-?- 

WE Ffii§ftT^Tt)J:^C 6 . H 7'J-iV-*M^^v'J 

20 t^w* rc 6 _ 14 7U-;p-*;w\^;p^->j -fci/ofc ma. 7i, 
- )\,n^ x * 7^mj £#$if e> . 

rsjftss#bWT%>«tViC 7 _ 19 77;p+;i'**>'-*^-^J » r § 
«fcv>c 6 _ 14 7U-^x;p*n;ki » rgms<&WbT^T i b < k^c 6 _ 14 7U 

^^a^-t^^^j c&w-s fgmsj thx\t, b&ib rajftsswbT 
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*SHP*>5aH3l<5 1 *fc«2ajftV>b4fi©AxDK¥&£&5fc^L 
2!R*fctt3 8li3D«*ak »*l/<tt(i) (ii)5 
10g^#^^g|Sfe«(iii)7^V>L 10££$&flilRfr£>£ig<Z) 

SlMt**«fctfWltWSatfft*^oafip 1 jHJelhdlAtf* l L 
4 ffi) 5 Vi b 14 M> b < tt 5 fcv> 1 10 Jt®£«Kftftsgt& £ *J 
DStfStts. ?t7i>, 77X tfa-;k -i* 5*V-;k 

fcr^y-jk ?77-jk -fy?7y*-;k #*tty-;k <fy*-*uv- 

5 ;k tru>>x tr^x tfus^x tfy^xx i,2,4-#*u-s>7V- 
;k i,3,4-^if^7y-;k. i,2,4-^7^7y-;p, l.M-^-xry 
-;k y^tfx t>W7i>, ^>!/77X ^xc^s^v~;k 
^>X**+>-y-;k ^x/^7y-;k ^>X<v?7y-;k t7h[2j 
-w?t7i>, 7iy+w>, -f >K-;k -fy-r>H-;k ih — r 

) >*V-;k 7'J>, 4H-*/uxx -fy^'jx */ux 7^7^ 
x ±7^u^x *y*tmx **yux -x>/ux #;k>w-;k 

|J-*W'JX 7x^>hU;XX 7*U3>X 7xty>7i/f7y 
£ L < ttJpaO & l UtHkfl Of* KSl 2 fi) < 

X t?P>>XX 2-*fctt3— f S^/iJ>, tW!/'J 
>XX 2-*fctt3-tr?yuX kW»*X Z-?7VV>, fc^UXX 
fcM^X ^f^M$>, tM'J>, 3^^;i/#U 
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i 

MZtt, 2-*fc« ; 2-, 3-Sfc» 4- fcf U ; 2-£fctt 3 

-7U;i/;2-,'4-^fc^5-^TV r 'J;l/ ;.2-4-JfeH5-^t; i Jil'; 

• i-,2-*fctt3-Kny;i<; i-,2-£fcfci4— f s^VU^ ; 3-£ 

fctt4-tru^=* ; 3— 4v?y\rvj\r 3— r ; 1,2,4- 

-,5-*fc«8-*/U;i'; 1— ,3-.4— ,5— ,6— ,7— *fctt8 — TV^/U 
15 ;P;l- t 2-,3-,4-.5-,6-*fc»47=-f>HU;P;l-,2-.4-*fcli6- 

U-U-JP;2-,3-,4-,5-*ifctt6-^>l/77-;l/;2-,3-,4-,5-$^: 
tt 6-^>^I-^ ; 2-, 4-, 5- 6-^>y^T v 7 U;P ; 1 -, 2-, 4 

-,5-*fctt6-^>x^5^u;^a?©»««*5R*;m^ 1-.2 

20 -*fctt3-KP'JS*=:;i'; l-,2-4-*fca5—f5^/U^-;P;2-* 
fc«4— r$^VU-;i/;2-,3-^fc«4-tf9 > /U^n;i/; tf^USV ;2 
-,3-*fe«4-tf^U^; l-*fett2-H^7>?n;i/;^;i/^U/^a: 

CD^SFttKKlimU&ti: aim vf 6 n* o 

25 8 raifcg£WLWT ! &«kV>£*3Rgj rg^SJ £LTte, 

luiB rssis&w b wt t> <k v» 5 & v> L 1 0 fc* tts rs 

fl, #SL<«lfclr>L3fiTf*3. 1B&£ft#2®£U;0#&, 
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R 4 T?7K$ns rc 2 _ 6 T;WPj tbxte, mxu. x^;k -f 
pfcf;K -f v^pk;k T^k'-r v7^;k sec-r/^k tert-7^;k 

10 %;W?U>, ftWJX tf^^^X HPUi?>&£T*&£. 

^ rr^Jki &> #*i;<bu *;k$;k #;ktf^x #;k>w;k a 

;k 7P#*~>#;k#x;k tert-7h*so&;kfc;k&£), sms^wt 
20 TViTfe«tViC 6 _ 14 7'U-;p-*;k^r:;> ($k ^>yV;k.i-±7l-r 
;k 2-^-7 h-f;^£) , ©tfeg£WLWTfcckvu e _ 14 7U-;k** 
>—#;ktfx;p (M v 7x-;p^^;kfr;k i-±7^k^>>#;ktf 
x;k 2-±7^;k^^^;k^n;k^f) , gm^WLWTfcj^c, 
_ 19 T7;k+;k^-^s>-^;i/fc;K^j, ^>^;k^r~>#;k^x;k 7x^ 
25 5F;kt*v#;k#x;k%£) , ggl«£;tLWTt>J:^5&^l, 6 Mil* 
. gf#Jkfc;i, xn^V-Okfta , */-c ,. 6 7M;hAJW^ 
;KR *5S>kfr;w*E-<r;k x^kfr;w\*^;k&£X e^-c^eT^^ 
-#J!/A^f;K#K y^^j^.jwtt-f;k ^x^itfuw^-Ok x^;p 
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x^mtmmmtfjw^jv 2-k°u^-;i^;w\^;k 2-* 

10 T0!lasb;fct>©J&W*&*lS. 

rntftsswbTViTt)<tviC 6 _ 14 7U-^-*;^^J tbxfc, ifi 

13 rflHftSSWbTViTt>«kVi5 3&:Vib7Sfi5Biaitt75yj frBttS I"* 
g|*J £bTfljKbfcfc©jWflV»S*l*. 

rfflftS*wbTViTt>«fc^c 6 _ 14 7U-;^+^-*^^J ^ r * 
15 iHStbT^T*),}:^ c ,.,,77 , rg&S 

20 r(lg|S?£WbTViTt>J:^C 6 . 14 7U-^-*^A^;PJ tbTtt, 

HfilB r7^75/j fcbTtt, Wlft fflftB r75/;H TM&V*b2<i 
25 BJftStlfc75/J^«f&n, ffSb<^^:-NR 5 -COR 6 , -NR 5 -COOR 
6a , -NR 5 -S0 2 R 6 \ -NR 5 -CONR 6a R 6b , -PO(-OR 5 ) -OR 6 &fz\$ 
-P0 2 -R 6 R 5 «7KmM^fc^C 1 _ 6 7;WU;R 6 ttWfBR 3 <h 
If ; R 6 a ttMH 3 R 3 a t Rftfft ; R 6 b » R 4 £ E*8 fcwfj ns 7 

~> ji/7 5 y & Htm t> „ 
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5 'J7WD^^*JM?^5|«ft2) , «fc*&WUWT'b < kV>C 6 _ 14 
7U-;W#;i/#*1*.$F (flU 7x=;W*;V#+*$ h\ 2-*h^>7 

;p*;P7$y (03, N-4-^b^^>y*-f^-N-^5 1 ;i/75y^^) , 
io mm»^WbT^xfect^c 7 _ 19 77;wi/-*;i/^-y-5 h (flu *s>s>- 

, mmm^vx^xh^^mmmmm-^)v^ 

+1*5 K (flU ^> v /Wx>-2- rMf/W&Hi-S H&£) > Any 
>^snT^Tt>J;^C 1 _ 6 7;Pn*'>-*;P3i?+u-5 K(«U ^ h^>#;p 

#;M*-Jl,7S/ (flU 7xn;i/75 7*;i/i}?r:;P75/^:«H) , Aoy> 

teSftTwr^n c 1 _ 6 7;WPx;i/^n;i/7$ / (flu ;*3\>px;Mn-;i, 

75 A h x )y)V*U* : ?)V7>)V'fcZL)W5.Ss X=f-)VWfc=.)V7 
20 h*S/7x~;PX;t^-;P73/£,2£) fc 

c^t, r»g|^#uwTt)«k^c 6 _ 14 7U-;p-*;^^if5 h*j > 
1 _ 6 7;i/^;P75/j > rwnsttTWt it> c t .„75jw-a 

&J;tf rtiast bt^xt) c 1 4 7 y-;^^*z;p75 / j 

w-* mmmi tbx\t, mm mm&zmLx^xb&^c^rjjv* 
m iz&nz rojuxj tbx^tfe*)©^w&n§. §&«©$:«* 
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tt*/ifi&tfbtU £?£b<te> 5£:-0-C0R 7 , -0-C00R\ -0-CONHR 
5- 7 , — PO (OH) —OR 7 *fc«-P0 2 -R 7 (s$+, R 7 «WfBR 3 tI^Sa^ 

rs^^WbTViTt)<kViC 6 _ 14 7U-;i/-*;^n;i/^^j , 
20 rg^^bTViTt>J;^c 6 _ 14 7U-;v-^;WN* ; E'i';i/^v'j 

25 

m«4 > 5-^t:HP-i,3-^ify-;p-2-'i';k 
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\z&ttz m&Mi thru. itrfB rgm*^WbTViTfeck^5^^b7 
*®*ngi$7s/j \zm% mmmi tvxnmbrcho^m^n^o 

mmmi tLxfrmvrchvfim^znzo 

hD;C 1 _,r;Mr^>5?**>' <#*b<tt;if ;AP 

y>ft:stiTViT i b«tViC 1 _,7;W i ;p Off* KB, x^;k yp 

fc?;k MJWn^fta ; kHO*5/-C LeTiWr^ «ff£L<B, 

t fp^>^ E) ; a p y >fc£ tix Vix «t c 3 _ 6 is>? d 7; 
7;pp+-> (£P£K«u *h*>\ xh^&a ;ADy>ftsnw 
fi&» * w b t v>t t> c 7 _ ! 9 7 9 ;Mr;i/tf* > (» * b < B^ > s>;ra- 

4~* 3-^h^v^>^;P^'X 4-7 

)V**is1zE) ;«ftaS*^rLTWb«k^C 6 _ 14 7U-;^*'> 
<S7i-M^^t') ; 75/ ; ^67-C 1 _ 6 7;WI/7$/ (£?£L< 
B, _ *9W75/fc£) ; v-C 1 _ 6 7;WP75 7 <$?3;b<«, 
75/fc£) ; W&&*^LX^Xh£.<, ^>-¥>mEm&VX^Xh£ 
V> 5fcOU 7 JUS»!WK7$/ (#f:b<tt l,3-^^V-l,3->?k Kp-2 

mm^mhx^x% «tv> 5 & b 7 of* b < b 4, 5 

«^^Wbx^T ! b«k^c 6 _ 14 7'J-;P-^;^x;p ($f£b<B^>y 
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«Rtt*ai*;wtff ;u (#k 2 - if u s^i^/w ;k 2 U- 

n- «iyts*LWTt>«k^c e _ 14 7'j-;i'-*;p#-;w -n-c x _ 
/ ft £) ; mfcxswu wr t> £v> c,. 14 7U -;P7 a y #;ufc;i/7 a 

l>TViT ! bJ;ViC 6 _ 14 TU-;i/ (0Sb<tt7xn;K 7MD7x-;K 
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4-* h+^>v;p^~x 3 h+5>^>v;i/^'X 4-7 
V> 5 fcH L 7 IISftStT ^ / ffi £ W < « 1. 3-v^y-l, 3-S?b H P-2 

-5?k Ho-i,3-^iJ-y-;i/-2— nvtsLZ) ; ; 
tt^x^LT^TfeJ;^c 6 _ 14 7'j- i ;i/-*;pfc;i, (#£L<te^>y 

-fJPfci!) ;«Jfta£*WbTWbJ;ViC a _ 14 7U-Jl/-*;PA ; E<jP Off' 
20 Sl<[i7x-Jl/*M^Jk 4-^h+$/7i-W;i/A : El , ;K 3, 
4-^ h+^7irjWMt^fJV^i*) ; gll^tbt^TfeJ:^ 

*D;Wl^;U#*1tS YtS.£) ;I!IIStLWTyM 6 . u 7'J- 
x )V^^r 5 K.» 4-^^>7i x;P# if) ; 

S&WbT^Tt>«fc^c 7 _ 19 77;ww-*;i/jj?W5 K ($F£L<«^> 
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N- m®M£GLT^Tb£^C 6 _ 14 7V-)l-%)V#-)l') -N-C x _ 
6 7;Wl/7S/ (#£b<&N-4-* h^^^Z-T^-N-^^TS 

TfeJ:^c 6 _ 14 7U-;ux;i/^n;i/75y (^i<tt4-^^->7i^ 
;1/;ui/*^;kt5/&£) ;m£ig£WLTvvrt>j;v>c 6 _ 14 7U-;p-;*7 
($?£L<te4-* h*5^>y-f;k^>ft£) ; **y 

10 fc sat* tts«»*&-we*i i & v> u 3 @ of* v<\ti 2 <@) 
7x^-e>j^P ($?sL< «6- 71^-3- try s?;k 5-71^ 

, 7i^-7UJV («F*U<«5-7xn;i/-2-7»J 
15 f;W , ?7i^-*W-^ (»^U<«2, 4-i?7 

x-;p-i, 3-^u-y-;u-5— f;w , tu^-7z-jp ($?^l< 

«4- (4-fcTUSW) 7irjW > 7x-;i/-tfU5i>-;i/ (ff$b<tt 
2 - 7x-JP- 5 - 1: U 5 , ^>y77-^-7x-JI/ (£?£b< 

«4- (2-^>y7^^;u) 7i-;w , 7Ujv-7irji/ (#£b<« 

20 4- (2-7U;W 7x"JW T?**. 

14 7U-;U (jfSKtt7i=;P, 7MD7x~Jk ^Dn7irJK J* 

25 ^-;k 1, 3-^^-;i/^^t>^fe>n5. 

(1) /\py>ic^ (»si<»7y*, mm, 9mtz& > AP**xt$ 
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5 ;k 5 - 7 x - 2 - tf u ; 

(2) et&s [«f*u<«ad^>^ (mv<\$7vm. mm?*?) \ 

APyMbl^nTVvTfe^^C ^eTJWP ($?£L<fci\ 

&l^tl5 1 & Vi U 3 <0©«&»] £W bWT t> £ V> C 6 _ 1 4 7 u -;k# 
10 SL/<tt7x-Jh 7JVtD7xrjK ^DP7x-JK ^?jP7i-JK 

-yzu^y^vyow^mtzm. l, s-^P^x^i/XDHCTgc^ 

3fl'tUT»A*. 

20 -CO-, -SO-, -S0 2 -, — NR 8 — (R't&MSJS^ Apy>ffc£tlW 
Tt>«fclr> C x _ e 7;i>*;k Apy>{t$*lWTfc<fcV> C ,.,7W-*;l/ 

tH-;k Apy><b$tiTViTt><j;^c 1 _ 6 7;WPx;^-;p*^i-) » a 
py>-fb^tiWTt>J;Vi2«iioc 1 _ 6 ^S;^7Km &£tf2ffi<DC 5 

25 wtfe,n§ 0 

21 rApy>ftsnr^T , b«fc^ c ,_ 6 t;^^j tbxtt, lute 
ift*WbTW6>j;Vigitta6j lew* ra^sj tLxm^hfcho^ 
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^S*WtT^Tt>«t^c 7 _ 19 77;i'^;i'j \z&\f% rg&gj tLxM* 

(DC^tT^UX&mt, -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -, -(CH 2 ) 
4 -, -(CH 2 ) 5 -, -(CH 2 ) 6 ~, -CH(CH 3 )-> -C(CH 3 ) 2 -> -CH(CF 3 ) 
-(CH(CH 3 )) 2 -, -(CF 2 ) 2 -, ~(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 
10 3 ) 2 -&£) ; 

(2)C 2 _ 6 7)l<5-~U>(MZ-& -CH=CH-, -CH 2 -CH=CH-, -CH 2 -CF 
' =CH-> -C(CH 3 ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH 
=CH-> -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 -&£) ; 
(VC 2 - 6 7)V*=.U>(MZ-\f. -C=C-, -CH 2 -C=C-, -CH 2 -C=C- 
15 CH 2 -CH 2 -ft£) teEftmfZnZo 

p 7)vx xc 5 . 8 y^n 7)w eftic© 2 m^mm^^xx^ s 

1, 3-^P^>^W>; 1, 2-^nA+5/l/>; 1, 
20. *yu>;l, 4- : s9w\*yvy ; 1, 2 p^\^1/> ; 1 , 3 
-^DA^l/>; 1, 4-->^P^s^l/>; 3-^DA+t>-l, 
4— f l/> ; 3-->^P^-fe>-l, 2— r ; 2, 
S?X>- 1, 4— f U>fc£j&qiHf&n«. ^TfeC 5 . 8 ^P7MV> 

25 

L<«-0-, -S-, -C0-> -SO-, -SO 2 -, — NR 8 — (R 8 «MIBtI^ 
&g) , :fc,fctfAD$*>fl;£*lTVvrt>J:V> 2 tiff© C La^llKKft**** 
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k f^mom^ik i a vi h 6 ^-u— j «h t th:, 

(l)C,. 6 7^l/>(^H -CH 2 -, -(CH 2 ) 2 -, -<CH 2 ) 3 -, -(CH 2 ) 
4 -, -(CH 2 ) S -, -(CH 2 ) 6 -, — CHCH 3 —s -C(CH 3 ) 2 -, -(CH(CH 3 )) 
2 -, ~(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 3 ) 2 -&£) ; 
5 (2)C 2- 6 7)Vtr-U>(WZ.\f, -CH=CH-, -CH 2 -CH=CH-, -C(CH 3 ) 2 
-CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH=CH-, -CH=CH- 
CH=CH-> -CH=CH-CH a -CH 2 -CH a -fc£) ; 

(3)C 2 _ 6 7)l3r-UX&mt, -C=C~. -CH 2 -C=C~, -CH 2 -C=C- 
CH 2 -CH 2 -fta ; 

10 (4) -(CH 2 ) wl O(CH 2 ) w2 -, -(CH 2 ) wl S(CH 2 ) w2 -, 

-(CH 2 ) wl CO(CH 2 ) w2 -, -(CH 2 ) wl SO(CH 2 ) w2 -^ . 
-(CH 2 ) W1 S0 2 (CH 2 ) W2 -, -(CH 2 ) wl NR 8 (CH 2 ) w2 - ; 

(5) -(CH 2 ) w3 C0NR 8 (CH 2 ) w4 -, - (CH 2 ) w3 NR 8 C0(CH 2 ) w4 -, 

- (CH 2 ) w3 SO 2 NR 8 (CH 2 ) w4 -, - (CH 2 ) w3 NR 8 SO 2 (CH 2 ) w4 -, 
15 ~(CH 2 ) w3 C0O(CH 2 ) w4 -, -(CH 2 ) w3 0C0(CH 2 ) w4 - ; 

(6) -(CH 2 ) wS NR 8 CONR 8b (CH 2 ) w6 - ; 

Sit*. 3&^wl+w2 ^075:yiL5S ; w3&£t£w4te0ftV>L4©£Eift£, ■ 
*V3w3+w4#0fcV>L4* ;w5£«ktf w6«Ofc^b3 0SE*fc£, tf»Ow5+ 
20 ^^0la^L3^t) IzEifimtfbtiZ. 

<&-(CH 2 ) wl 0(CH 2 ) w2 -, -C0NR 8 -, -NR 8 CO- (B^mBtrnM 
, -0C0-, -C00-&<i:T&<5o -CONH-, -NHCO-, 

- COO - £ *J» $ L < , £ 9 fc - CONH - £ « - COO - i>W% L V > . 

<«C 1 _ 3 7;M^>(0!;ti£ -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -^<Jf), 
-(CH 2 ) w3 C0NH(CH 2 ) w4 - > -(CH 2 ) w3 C00(CH 2 ) w4 - (R*|£MG&N* 
«I£*T) t*)t>\% C^jTMI/XMili -CH 2 -, - 

(CH 2 ) 2 - , - (CH 2 ) 3 - fc a fc £ £ 1/ K 
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vm^Xj fc&tfS IH«U|j ©&#WfcLTflSLfcfe©#m>Sns. 

5 m^m^mm «, t < 9 &n t h ©#&#sa;(2 

10 Vi. 

Ar Testis r«jftS&#bTUT%>«k^»^ai^Sa!j fcfctt* rg 

15 wuri&^Lsfl, #*b<«ifcv>b 3 s 

'R^itfR^SSn* m&&%&LT\,*Th£\ f m<kfc%&} tLX 

■R nt««#uwTt>J;^M;***j tt, #£b<« rg&g&;£ 
mj .ti/Kt m.f£ *?Mk x^;k yntr;k -fy^otr;k ^ 

25 ^Jk -YV^^k sec-^;k tert-^jk ^>3^k M^Ufc&fi* " 
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hp, ^7 A Apy>{b£nTVvcfc£v>c 3 _ 6 i/#P7;u*;i\ ad^> 

5 7$a x:p;kt^a 7°atf;kT$A -fv^Dt^kT^ A 7>;k7$ 
^-c 1 _ 6 7;wP75/(^i> ^*3\>kr$A v?x^;kTSA 
v^pt^krsA v7*^;k7$A x^i/A^;kr$/&£)> #;k^;k 

1 _ 6 7^;i/-*;i/^x;K c 1 _ 6 7;pp+>'-^;i/fc;Kf!i, * 

#jk#x;kk£), ty-c^emjhM/WjKM, A?\>k!7;k>\*t 
<f;k JLJ-frtDVn^MzE), ^-C^eTW-AjPWJK^ i> 

A^;k*f;ww;k ^x^kfr^At^k x^M^k^kA^-ok^ 
AP^7>'fb$nT^Tt)<tViC 1 _ 6 7;Wkx;i/3jNn;k *;ks;k75 

5 A AP^>fb£nWTfc=fcV> C ^j/iWh^J^^ h\ C !_ 6 7 
;kri*^-#;p#*+}-s H(flK ^ h*^#Jktf*-tf-$ h\ xf+i/*j|/^ 
^p^>*;i/^+it$ h\ r/h^v^k^i^hVia, c^, 
7;Mr;kx;k*x;kr==/ A^;kx;kfrx;k7$ a x3Mk*;k*x;u 
75A%£)> c 1 _ 6 7;i/^;i/-^;i/#x;i/^>'(^!i < 7-feh^->> ^n/v 

) -f ;k*^>&£K c 1 _ 6 7;i/P^>-^;^x;i/^5>(^j, ^ h^>#;ktf 
xjk**^ xh^s^kfc^k*^ 7°P#*v#;ktfx;k^x 7 
h4^#;ktfx;k**S/&£K ^/-c 1 _ 6 7;MM/-#;k\ t ^;kf*v- 

diiT, rAP^>^$nTViTfeJ;^C3_ 6 $/^P7;^;pj , r/\py 
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j^c^r**^-*/^*-^ hj itxtt, mm mmm^vx^x 
^±©«^, &mmmm-'X&'DX<bmfc?x^xh&i<\ 

15 . ^«K«c t^m^D, Wfe^m x?;k -f y^ntf 

r-Mswsaij turn* mmm?&> 

^SatftlS l&V>L3ffl©AxPR^*S&fc^TVvtt>«fc<» S&K 
^>if>££8£LWT'bcfc^3fcV>blOM <#SK»3fcV>L8*) 

>?x mux ?wj>, tr^u^x tf^^^x bfpu^x 

25 AWfUWSX ^^fl/HSX ^**tHPtTU3 5?X 

r*tKD^u>, x^tHP-rv^y ux *«ti;i:ns©^fias«g« 

7SX08, 1,2,5,6-xh^tHPtfU^X 1H-- ' f$^y-;k 4.5-v>fc 
KP-lH-> rsyV-;k U-^tf'nOHK U,3,4-fh7tH 
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^TfeWJX fcf^'J^X tfPU^X 1,3-^7VJ 

^>> 1H— fS^-jk 4,5-vbh*P-lH— T5^/-;k 
P-f>H-;K l.UJ-fh^bFn^/UX 1,2,3,4-r h^hFP-f 

epyxv&&$wi;LK 

10 «1&V>L5& &^L34iT&5. liilA^IKJ:©! 

r 2 JW»*r*a?*K^*j;tfYi:tt>fc^j5ijs-r* riiiftass^rLTViTt> 
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5 >7*[gH7*/UX rh7hHn^>y[b][l,6]t7f'J^X rh7k 
FP^>V*[b] [l,7]7"7^U^X xt^hFPbU F[4,3-g]^/UX x 
b^bFPtfU K[3,4-g]*y UX xF^fcFPtfU H [3,4-gW 7*/ U 
>> xh^kHntru h*[3,4-g]+y^1jf-U>. f^7k HPfcf'J H [3, 4-b] 
xh^kKPtfU K[4,3-b][l,5]^-7^U^X xh^hF 

10 PtfU F[3,4-b][l,5]r73 1 Uv>X xh^bHDtfU F[3,4-g]^7UX 
xh^tHDhfiJ FC3,4-g]77^7X xh7tHn7 v 7h[2 > 3-d]7'ifhf 
X xF5fcFP7i?fc:/[4,5-gH7*/U>> xh^h KDT^kT/ 
[4,5-b]*/>JX xh^kFP7iftV[4,5-b]*/*1t'UX fh7tH 
nTiftry [4, 5-g]*/*+HJ >,fh7k FOT-bftr/ [4, 5-b] [1, 5]r7x 

15 >>7>. xh^kFP7iftf/[4,5-g]775~7X A^hHD7-7h 
[2,3-d]77~», ^ithHP7 N /> < y [4,5-b]^y'JX xb^fc:FP-i3 
-WHiJX xF^fcFPtfU F.[4,3-bH>F-;k xh^fcFPtfPP 
[3,2-gH7*/UX xh^kHPtfPP[2,3-g]-f V^/'JX rb7t 
FPk!U F [3, 4-b] 77 U i?>, x F ^ b F P fc? U F [3, 4-b] 7x^7 

20 ##tfS>n3o •rh7kHP^>V [b] [1, 6]t7xU 

25 0»J;UflftV>L5ji, #£U<&1 &V>l/3fflT&3. B«W2ji^± 

Kg&gfet fr^L^^pyMbsnwTfc^ c 1 _ 6 7;wi^ 
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5£ (I) T^n&fl^t!©^ X^X 1 [X'&CONR 8 , NR 8 C0 (R 8 te 

*StM^r\ Apyxb£ftwt*><fcv> c ^eT^^K AD^fcsnw 

, oco££&coo£^t;] x%>z>{\&m (itnu 

5 X 1 ifi CONR (R teTkHE^/cte C l _ a 7J Wp;I/£ j*T) X&Z>t%, Ar &A 

fe^2fiWLT^Tt)^VW>H-;i/*fctt^>X^1tV > -;UT'fj:< ; X 1 
■ifiZOWX-hZt^, Ar«T;Wk 7;i'P*v££tfApy>^£jlkfnS 

10 ^>V-f;i'75/-^\/ , J>T*^<>X 1 ^C00Tfe§<!:#Ar HSSm** 

WLWTfc<fcv^#i^T&v>o ) (r) xm 

a (io TS^ft^b^-ija+T^ X 1 5^C0NR 8 i;£«NR 8 C0 (R 8 te* 
SlMT> AP^Xb^ttWCfeJ:^ C ,. 6 7JWK APy>fb£nWT 

is t>0;Vi c 1 _ 6 r;wi'-#;i'#-;k ap^ Wb£ftwr*>J;v> c !_ 6 7;i/ 

20 

4'-^no-N-[6-[(N, N-> ? ^5 1 ;u75y)y5 1 ;w-2-^-7^;w[i,i , -t < 

4' -2 P P -N- [6- (1- H P U ~7~;M -2-± 7 ?\>W [1 , 1 ' - tf 7 x - 

;W-4-*;u^^i5-^ H ; 

25 4'-^PP-N-[6-(l-t!^U^;M^;W-2-^7^;i/][l,l , -lf7xn 
;W-4-#;i^*it5 H ; 
N-(4-^D ; E7injW-6-[(^^7$;)^5 : JW-2-t7h7$ K ; 

n-(4'-^7 p p [i, i'-bf7x-;w-w ;w-6-[(N,N->?y^;u75 /) y? 

;W-2-^-7h7S H ; 
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4'^nn-N- [2- [ (N, n-p^)V7 3-M -6-* J U ~;W Cl, l'-tf 

4'-7;^n-N-[2-a-trp u^-jm^w-b-*/ u~;w [i, r-t'7x 

5 4' n n -N- [2- 0 - If a U ^-;m -6-+ y Uc:;U] [l , T - x 

4'-7;i/^n-N-[2-(i-^u> ? -;p^^;w-6-+/ u=;w [i, r-t'7i 

4 , -7nn-N-[2-(l-tMU^~;M3^)-6-*y U~;W [l,l'-t?7x^ 
io ;W-4-*;i/#^5 H ; 

6-(4-7Mn7i -N- [6- (l - M u u v 5 3S> W -2-3- 7 3S> W n n ^ 
>75 H ; 

6-(4-^on7x^jw-N-[6-(i-trnu> ? -;u^^;w-2-^-7^;Hr:zi^> 

75K; 

15 6- (4-* 7 x n; W -N- [6- (1- 1! D U -2-3* 7 3S>W ~ 3 3 1 > 

75 H ; 

6-(4-7MU7xrjW-N-[6-[(^7W5/)^fJI/]-2-t7 9^ W = □ 
5P>73 H ; 

6- (4-7 a a 7 x=JW -N- [6- [ ( v 5 ^ ^;i/7 3 J ) ;* -2-3- WW ~ □ 3=- 
20 >73 K ; 

6- (4-* 3\>l/7 x n;W -N- [6- [ (~7* 3M1/7 3 7)* J- 
>73 K ; 

4-(4-7JPt07x-JW- N-[6-(l-tfd U v'-JM 3MW -2-3" 7 3^ W -1 - £ 
25 4-(4-^h^v7xn;W- N-[6-(l-tfaU^-jU^3 1 ;W-2-3-73 1 ;W-l-tf 
4- (4-* 7 x ~)V) - N- [6- (1- tT D U -7 =. )\<* V) -2-3" 7 J-) W -1-tf 1 

4-(4-^3 i ;U7x-;w- N-[6-[(^3 L ;U75y)^^;w-2-^-7^;w-i-tr 
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6-(4-7;^D7x-;W-N-[2-(i-t!D y 7~;M^;»-6-*y 

^77SF; 

6- (4-7 o n 7 xn; W -N-[2- (1- tf □ u ~7-;M 9-M -6-* / U 
5 >75K; 

6- (4-7Mn7i-;W -N- [2- [ (Vt^lW 5 / ) ;* u njw n 

6- (4-^ o d 7 x n;w -N- [2- c (-7 ^ ^;W7 a y ) ^ ^; w -6-* y u -;w ~n 

io 4-<4-7JM-n7x-;i/)-N-[2-(i-fcrD u ^zyioww-e-^y U-jW-i- 

4- (4-7 D □ 7 x-J W -N- [2- (1-tf n u x^;i/;>ww -6-* / u -1-tf 

4- (4-7 MD7i -M -N- [2- [ ( 5 / ) ;* -8-* 7 U - 
15 l-fcT^U'7>*;U2K^5 H ; 

4- (4-7 DD7 x~;W-N- [2-[(v>* 5 J ) jWW-MV U ~;W-1- 
t!^U5?>*;U#**5 H ; 

6-(4-7;^D7x-;l/)-N-[7-(l-tfPUv ? -;i/^5 1 ;p)-3-^>'Ur:;Wn3 
^>75 H ; 

20 6-(4-^no7x-;W-N-[7-[(^^;U75/)^5 1 ;W-3-^y U~;W-3 
^775 H ; 

4- (4-7 U 7 x - ; V) -N- [7- (1 - fcf □ U 7^;!o< V) -3-* / U -) W -1 - 

4- (4-7 O n 7 x^;U) -N- [7- [ ^J^)W 5 7 ) * 3\JW-3-*/ 'J ^JW -1- 
25 tr^U v^^M^U-^ H ; . 

4' -7 n D- N- [7- [ ( V* ?)V7 5 y ) ^ -3-*/ u -;W D,r-b7x- 
;W-4-*;i/^^1^5 h* ; 

i'-7)v*u- N-[7-o-trn'j un;w D, r-t*7x- 
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5-(4-* P P 7x-JW-N-[6-[(i;^fJV7$ J) ;* WW-2-?-7WW-2-tf 

5-(4-7;i/^P 7xn;W-N-[6-(l-tfD ij-;;jMfjW-2-t7fJH-2-t: 
U^>#;i/#*+J"S K ; 
5 4 , -7;i/^-D-N-[6-[[4-(4-^ h^7x~;»-l-tf^U^~;W*WW-2- 

?-7WW [i,r-tf7xn;w-4-*;^U-5 F ; 
4'-^Dn-N-[6-[[4-(4-^h^$/7xzi;i/)-i-tr^U^r:;i/]^^W-2-^ 
7 WW [l, r-tf7x-;W-4-*;^W5 F ; 
4'-* h+v-N-[6-[[4-(4-^ h^>-7x-;p)-i-t!^u^n;W^^;W-2- 
io }-7 WW [l, l" -fc*7x-;W-4-#;i/#*if=: F ; 

n- [6- [ [4- (4-^ h*~>y x~;w -i- u * WW -2-±7 WW -4' - 
;*WKl. l'-t?7 x^;W -4-* 5 H; 
\'-?)\,-*u -N- [6- [ [4- (4-7 ;p:t □ 7 x - j w -l - tf ^ u >>-;W ;* WW -2- 
*7WW [l. i'-fcf7x-;W-4-^;V^^5 F ; 

15 4' -7 D P-N- [6- [[4-(4-7;^P 7 x tf ^ U >>-;W ;* WW -2-^" 
7 WW [1, 1' -tf 7z-JW-4 : *^t5 F ; 

n- [6- [ [4- (4-7;i/*p 7 x -;w -1-tf ^ U -7n;W * WW -2-^7 WW -4' - 
* h^>[l,l'-lf7i^W-HM+t5 F ; 

N- [6- [ [4- (4-7 )V*U 7 x ~)V) -1- tf ^ U V-)\A * WW -2-^7 WW -4' - 

20 *WWi. i'-t*7xr:;W-4-*;i;^U-5 F ; 

4' -7 P-N- [6- [ [4- (4-^ ^Jl/7 x -1 - tf ^ u ^ 5 1 ; W -2-^- 

7 WW [i, r-tf7xn;i/]-4-^;i/#+^ 5 p ; 

4' - # P P -N- [6- [ [4- (4-* WP 7 i-JW -1 - If ^ U W ;* WW -2-:h 7 
WW [1, r-tf7x-;W-4-^7;i/#W5 F ; 
25 N-[6-[[4-(4-* WW7x-;W-l-tr^U ^JW^ WW -2-^7 WW -4'-^ 
b*Ml,l'-k*7x-;W-4-#;i/#*1*5 F ; 

4' WU-N- C6- [[4- (4-* WU7 x-;W-l- u >>-;W ^ WW -2-^*7 

WW [i, r-k*7x-;w-4-#;u#*+f-s f ; 

N- [6- [ t4- (4- k K P * ~> 7 x ~j W -1 - tf^l U 5?- J W * WW -2-^ 7 WW - 



WO 01/82925 



50 



PCT/JP01/03614 



4'-* Ki/D.r-h^x^W-HM^S F ; 

N- [6- [ [4- (4-7 5 J 7 x ~)V) -1- fc!^ U i>-M * -2-i~ 7 W -4' 

4'-^ h^i/-N-[6-[[4-(4-n hP7x~;i/)-l-tf^>J V-Mt^M-l--)- 

5- 73MW p. r-tf7x^;w-4-*;i/jj?+u-$ f ; 

N- [6- [ [4- (4-7 n p 7i-jW -i- tf ^ U s?~;M -4* 
h*Mi, r -if7x-;w-4-*;^^5 f ; 

6-(4-7MD7i-JW-N-[6 r [[4-(4-^ F*S/7x~;»-l-£^U $?-;W 
^^;W-2-^-75 L ;WnP^>75 F ; 
10 6-(4-7nD7x-;i/)-N-[6-[[4-(4-^ h+->7x^;i/)-l-tf^U J* 
5 1 ;W-2-^7^;i/]nP5 1 >75 F ; 

6-(4-* h^>'7x-;0-M-[6-[[4-(4-^ h^v7x^;U)-l-tf^U $>=/W 
^^;W-2-^7^;W-P^>75 F ; 

N- [6- [ [4- (4- * F * ^ 7 x =.)l) -1 - tf ^ U v 5 -; W ^ 5 1 ; W -2-^- 7 5"; W -6- 
15 (4-/^7xz;W-af>75 F 

6-(4-7 )\>* d 7 x - ;w -N- [6- [ [4- <4-> ^;i/7 x -l - 1!^ u ;* 
^W-2-t7f;W^3f>75 F ; 

6- (4-7 P P 7 x -N- [6- [ [4- (4-^fJP7i ~; w - 1 - tr^ y W ^ 
M-l-±y?-)V\~u3->75. F ; 
20 6-(4-^ h^s>7xn;i/)-N-[6-[[4-(4-^^;U7x-;W-i-tf<U> J n;i/]^ 
5 i ;W-2-^-75 i ;W^P5 i >75 F ; 

6- (4-* 7 x - ; W -N- [6- [ [4- (4-* 3^7 x - ;u) -1 - 1!^ u >>~; W * ? 
;W-2-^-7^;W-P^>75 F ; 

6-(4-7;i/^-P7xn;W-N-[6-[[4-(4-7;P^P7xn;w-i-tr^u^n;W 
25 ^fJW-2-t7^;W^35 : >75 F ; 

6- (4-7 P P 7 x ~)V) -N- [6- [ [4- (i-yfr* P 7 x.-)V) -1- 1!^ U *>-)V\ * 
^;W-2-^7^;V]-P5 1 >75 F ; 

N- [6- [ [4- (4-7 Mn7x-Jl/)-l-H^'J ^ -M * ?M -2-f 7 V] -6- 
(4-* F^5>7x-JW-p^>75 F ; 
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N- [6- [ [4- (4- 7 )i>* P 7 x -1 - fcf * U V] * <?) W -2-*- 7 -6- 
(4-^5 1 ;i/7xrj|/)-3f >75 H ; 

4- (4t7;i/^p 7 xn;w -n- [6- [ [4- (4-^ h * i/7 x~;W -i-tf ^ u s?=;w 

5 4-(4-7PP7x^;W-N-[6-[[4-(4-* ^>7i^)-l-^'J»]^ 

4_ (4 _^ h^i>7xnjW-N-[6-[[4-(4-^ h*v7xn;»-i-fc!^U s?n;W 

n- [6- [ [4- (4-* h^>7x w -l- u s>=;w * -i-i-y^-M -4- 
io <4-^<5 l ;i/7x^;i/)-i-t!^>j v>*;p^W5 f ; 

4-(4-7Ma7i -N- [6- [ [4- (4-* 7 x ~)V) -1-tf^U 5>n/W ;* 

^;n-2-^-7^;w-i-tr^u s^jwwfcMJ-s h ; 

4- (4-7 D □ 7 x~;W -N- [6- [ [4- (4-* 3^1/7 x -JU) -1- tf ^ U 5>=i;U * 5f 
15 4-(4-^h^'>7xri;W-N-[6-[[4-(4-^^;U7x^;i/)-l-lf<U^;W^ 
4- (4-* 3^7 x -JU) -N- [6- [ [4- (4-* 3\>W7 x d)V> -1 - fc^ U ^-JW * ? 

;w-2-±7^;i/]-i-tf^u -7>^;i/^=^it5 H ; 

4-(4-7;U^P7x-Jl/)-N-[6-[[4-(4-7;U^O7xr:;0-l-t!^Uv^;H 

20 * -2-^-7 ^jw-i-imu -7>*;p^^5 h ; 

4- (4-7 O P 7 x^;W -N- [6- [ [4- (4-7;U*P 7x-JW -1- U * 

^;i/]-2-^-7^;w-i-tr^u> > >^;u^^5 f ; 

N- [6- [ [4- (A-7JV* P 7 x ~M -1- tf ^ U V-M * ?M -2-±y$"M -4- 

(4-* h^v-7xn;i/)-i-tr^Uv ? >*;i/^it5 K ; 
25 N- [6- [ [4- (4- 7 P 7 x ~; W -1- fcf ^ u -7-;w ^ -2-* 7 -4- 

(4-^^;i/7xn;w-i-tr^u^>*;i/^^5 h ; 

N- [6- [[4- (4-7 P P 7xn;U) -1-fc!^ U &-M*?)V\ -2-±75 1 ;W -4-(4- 

7;i/^-P7xn;i/)-i-t?^'j> ? >^;^^-ti-$ k ; 

4- (4-7 p p 7 x~; W -N- [6- [ [4- (4-7 p p 7 x ~)V) - 1 - fc^ U 5?ryW ;* ^ 



WO 01/82925 



52 



PCT/JP01/03614 



N- [6- [[4- (4-£ □ □ 7x~;W-l-tf^U S?n;W ^5 L ;W-2-^-75 1 ;W-4-(4- 

n- [6- [ [4- (HDD 7x-;u) -l- tf ^ u s?n;W 9 t ;M-2-*:73 1 ;W -4- (4- 

(I) (D ©&<»:LT«, Wtfcf. 'm^^CDtt. 7> 

^-^Ait, #$&££©&, *||i0l. #«£©*&. ^Stt^fett 

io «awfist©ificD»a^ti/Ttt, ^-hu^A^ #u£ai& 

20 ft, 7?;«, S'itfBk jffBft, ?W>8, £x>«, 3A#Bt U> 
lift. **>*;i/#>3t ^>-£>*;U#>ft, p-h;i/X>x;U*>ft££ 

&*tt75ym£©&©0^0J£LT&, mtf* 7;i/^x>, u^>, 

*;UX^>fc££©:!fc&3£tf fttt7S yft£©a^#afcfcl£LTfck 

» <i) (r) «. aittM*&wr<5»^ 7;p*u*««['(«fiA^ 

^-hU^A^ #U£iv!&&H)> 7^*U±*A»!ft(ffiAtf, #;H">a 
& -?#*zs$&& A U£AJ&& £)&£©&$&, 7y^-^KW^E^ 
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mmvx^xh^o {b£® (I) (10 tt> M^IS^ 

•ft^ (i) &<fctf do (ot, *^w<b-&«b twe-r* c t a***) 

10 SftT^TfcckVio 

*%Hj^^3&t, fi#gtt#, ttiiSttffc EHBJStt#&£ 

9*5#iM5*ISttft'fb < &*(*IAtf» (+) -T>5Mk (-) 
It (+)-jB5», (-)-S5l, (+)-l-7xW75>, 

25 iW7ax i»3-x (-)--»3n>?x 
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#urr*#&. mi»D7F^7^i^ enantio— ovm( i — y — 

$(#l;Lfcf, x^y-;K -ry^p;v-;k 7irhxM);k 

h^7^-©*§£, CP-Chirasil-DeX CB(^-XJl/lMx>7s 

15 . -&tli^#^tt^W«(^^«> MTPA ta-*b*z'-a-(hV7A'*U 
* 3-)V) 7 x-jl/ii) , (-) - * y h * *>*BM0 & 2 £ &»&EJ6fc:#-f 

25 m\z.&2>Kfo\z&.v)4k%m (io csai-r*^^*, -r^t>^»^{c^ 

Mtu, ira###«jgdbTfl5£*b (10 £«f^b£fe> MMNckB 
jp*^?ftfSigiiLT^« (r) izmt-tzikftm^Do fc&to(v) 
©^□H^y^tim do ©7syg#7v;w^ 7;wwb, 

0A,$^b£ft/Ub£tl [0t|, fb£#j (10 ©75/£#x-f □tf/'OWk 



WO 01/82925 



55 



PCT/JPOl/03614 



7 7 x J Wb, ^ >^7 5 J % ;P#x;Wb, ( 5 - 2 ; - V - 1 , 

;Wb> tfa'J^W^M, bf;to-r;i/^'>^^;Wk> tert-^P 
<b*nfcfls^**^] (r) o*Bt*^7'>;Wb, 7;'WWk D 

5 &»fb, &5BMb£ftfcflr&4to (#U (r) ©TKRX^T-fe^Wb, 
/w$W;Wb, ^wy-fM. tfn'cK;wb> u-^>x;wb, ?W)V 

\*&m (10 ©^^^^S^xx^Wb, 75HbSttfcflr&4& C^!l. 
fb£* (io <D#;w?*>^X#x^;i/xxx;Wk 7x-;i/x^r;Wk, 
io #;i/#*^3S>uxxx;Wk $^^;P75/*^;i/xxx;Wb, tmo-f 
v'pWPxxxJWb, x h^^;^x;i/^ vx^;uxxx;Wb, 
7*ui^xxx;wb> (5-^^;i/-2-^y-i, 3-j?t*yu> 
-4-4)V) ^^;pxxx;wb, '^^ D^^vt^^^^^vx^jn 
xx;Hb, ^ ^^7 5 >Mb $ nfcfb^ft &£>we>n5 0 £ne><z> 

15 fc^Wiatt&ao^ifcfcioTfb^fc (10 fr%m&tz>Z-£&-i*%Z>o 
%Llt, tt&m (10 0^DH7y^t 9 9 0*FPJ risisifto 

«J^#TYb^-#? (10 fc3CflS , r«'b©T?»-3T'bJ;Vi. 

20 #5S9!fb'&<»«, P^TC^tS [«Jfi»l] [Mfi8s 7 K &5 

fr&N »|BMb-&«iLTfflVi&n-5fl;^* (ID (xm) > fb£^ 
(IVO , i\&m (Ilia) , ft&m (IHb) , fb£tl (IIIc) , i\&W (Hid) , 

<b^#j (i i if) , <b-&^ (nih) , o&m (h i i) a, -en^n^tLTffl 

25 wb«kVi. c©«k5&*tLT«» MlBLfcflj&to (I) (10 (D 

TIB© 'av*b [«iiffi7] fc^ViT, 7;p+;wbs«, in* 

7ay{bs^> xxx;wb£j£> 7$hMb££, xxf;WbR(5. 
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77>^*>at)l' 9)V-7 °?UnU- 9 sa>X (ORGAN 
IC FUNCTIONAL GROUP PREPARATIONS)^ 
2JR, 7%^vV~JV73&. (ACADEMI C PRESS, INC.) 
5 1 9 8.9^; 3>W'\>i''7'*-j)Z.y9 • h7>X7^->3 
> (Comprehensive Organic Transformations) VCH Publishers Inc., 1989 

[fiffi&l] 

5* (I) {C*JViTX^-(CH 2 ) w3 CONR 8a (CH 2 ) w4 -T*^^tl (I a) 
10 ^ «A«TB75 HfliEJKfcitjTttiarn*. 

f R'- 

Ar'— (CH^— COOH + HM — (CH 2 )w4 — Ar — Y — 
00 (III) I \ 

Ar'— (CHp»3— CON — (CH i )w4— Ar— Y— ^ ■ 

(la) ( \ 

15 ft rADy>flssnTWb«kVi c !.,7;wn tbKt MSB r«gi^ 

20 i) JBftzKM^-^RI^^a 

fttetoailK l&^L5S*0{fc£tKlI)> £ J; tfl &V>L 2^1018* 

k Kn+^>^h'J7y-;KH0BT)^J;^(^fctt)M^*^Vib 5 H$ft0 
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<ii^od^» 1 jL-^mmm w * u < « thf) tzzmtf sn*. 

hU£A75b\ U^A^<V^Dt!;i/75H, Uf^Ay^a^v 

15 tfU.^A^^^S^^Ffc^) » 7)W)&M&ft\tT)V 

# V±m&m<D&M.7)\'3*>' H (09, +h U £A* b\ * HJ £A 

2) Wttf, 7;P*U^JR*&tt7J!P*U±S^JRO'*BMk« (0U 7jc^ 
fltf-hU#A, TjdSflS* U S A, *lft'JWA, 7jcggftnU2Afc£) > 

20 7)v%v&m*tc\t7)v%v±m&m<omm <«u m&-vvvj±. mm 

3) t>UXW$>, v-TV^Dt!;i/X^75X N-j*3=- 
25 HM'JX S^;i/7=-/t?Uv>X DBU (1, 8-v7+fHv£D 

C5. 4. 0] "j7>xX-7-X» , DBN (1, 5-i?7lflf^P (4. 
3. 0) />-5-X» fc£©75>»;0!*.tffcfU$>X -iSM-M 

2, 6 -)v^j>uEommmMmt^muE<r>mm^fs.E^mvf^n 
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00*. & 10 24 IW?&3o 
te£tf(II)©£j£ffifg>i#<*: 1 &1>L 5 SS($?£L<« 1 tsteV 3 3ft) 

io b\ i^D5 b*fc£)> ^H^tK^^J, C ^J^hAJI^Jt, C 6 _ 
15 ^ rg&8£:frLTVrC ! fc < fcV>7x/-J| / j te&frfc rs&Sj tLTtt, 

r«&g£WLTvvrt><tv>7x/--;ki o^wtiTa, ^^«7x 
w^dd7i;-;k ^>^7Mo7x;-^, P -- ho7 

»Jfc ^SMW, nhu;i/^w, 75His» ^rh>^W, 
m^vxm^Th^, 7-fet-nhu;K thf, ^dd^ 
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tK^^U^A, eS^K^- b U £ A, ^fc^U.^A, hUX3MP7== 

. as 5 h 40 mm, u £ l < \t i u is f$p*re&5o 

I - 

W— N— (CH 2 ) W 4 — Ar — Y — N ' : 
(Ilia) \ 

• " 

15 fc;M#K ^h^r^;i/fc;K Ib+^M^k tert-^h*v#;i/ 
20 ifF/U^ y^^7x-Jl/yU;K tert-7^;i/v^^;^>»J;k tert 

- 7^;Pvx^;w v u ac 2 . 6 7;i^-;i, (#k l - 7 U a £ 
jygs a^a, c 1 _ 6 7;W3+->(^ j*h*x xh^x 7p^+-> 

®, a#3Hk jS3^*K#)^©B6*ifcr±7;p*u^JR*Btft«j(m«* 
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ffla«ft-&#l(IIIa)t^tTa^l ^V^L 100 S«> $?i;L<ttl&V>L 40 
W» * L < f* 1 $Mft V» L 24 «f MTf* *. 

Zo m£®m<D&mm\tfc-&®am)\z%iLT 1 100 y$», $?£l< 

tel fcV>k40S*T?fc*. 

I 

W— N— (CH 2 )w4— Ar— Y— L 
(1Mb) 

V..--' 

din) 
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(Pi ;*?>x;i/*x;M-3r>\ x* >x;i/*-;^*->» hU7;^n> 
*>x;v*x;i/**v&£) , g&S£WLTVvr i fc e fcv>c 6 _ 10 7U~;i/X 

M ™a*WbT^Tt)<kVic 6 _ 10 ru-;PT > ;^n;i/^>'j fcsm 

A D y ><t £ nT ViT £ C ! _ 6 7 JWl' £ fcSC^e 7)VU *>>U Z&m 

io rt>j;ViC 6 _ 10 7U-;^;i/^;i/^^j ©JiftflitbTte, ^>~e>x 

ADy>«^7K^^^ =hU;p*»«E, 7^F«$& 



20 ^^M'M.fDm^M^VXm^Xh^, fcfrXh, 7-fe hx h U )W N, 
N-^^^;^JI/A75H (DMF) s 7thX x£V-;k t:Ui>>& 

{fr&*KlIIi)©&BStt, fb^tt (I I lb) fc*tU 1 i5SfcV>l, 100 SS"?* 

f (i 1 1 i) ^x%^\ 

25 SM«l<)-2 0t;^L2 0 O'C>0*t<«^ia^Vit ioo*c-e^5o 
£j£»1«> mfUiim 0. 5 ISfflfcHU 1 BT*£. 
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5>>&£*C»5. 1l&®*«fl5£*&(IIIb)lC*fU 0.1 100 

ft^te(iiib)tt«Atfa 

I 

W— N— (CH 2 ) w4 _ A r— Y-OH 
(lllh) 

;i/5js * & ttnife** v»t t> <£ Vi c 6 _ ! o 7 u - )V 

2lk2>Z.Hz£t)ftt>tlZo 
Kttl 10M§MT&3 o 

K*i&fttt-2o , c&nb 2001c, &^L<aot;&ViL loor-eab-So mot 

HI* 0. 1 ftHQttt) L/ 48 &M, t < tt 1 &V>L 24 «fMT?»«. 
^«(IIIb)t*VvT, L £V\ D ?>mT~?$> Z>ikSm\t, fc£$&(IIIh) 
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fc£fc(IIIf)S, flfctfS**-^ *7 '>W5^h)J- 4 35 > 

2761 (m2)teE\Z$m<DKfo&ZW$zn\zm?&Emzttt>lt\Z&'DT 

©AD^r»J, S*0^>/-f M-*** 2^7!/WWVyfD 

~ mj ;w & £ ©gSig8J>WB e> ns o 

{b£to (I I Ih) SBfc©x;^;Wfr&*(IIId) &&fcl©j!7C&K: J: D JI5c 
H U #A&£©**{b*£*ttak TK^bT^n^AU^ 

4Mn©jerflc(W*tf, s^-** ^ /x.^^i'^xhu- Mi- 
ls 3212 (1991), S^-^ #7 ^f^ytm^b'J- 35 , 2761 

MiBfb^a 1 1 i) tt, §#&»©#£££ D KitT*£ t^T^^o 

20 4b£$J(IIIa)fciu ft 
I 

W — N— (CH 2 ) W 4 Ar — R 9a — CO — 

(lllc) 

[ft*, R 94 «^^fe«An^Wb$nTViTfectVi 2iffi©C ^s^^ 

m** *(©ffi©iB^«wiatra««^r]7?**n*ft^«t, «©4b 

25 #4fe(iiii)t*K*$-&*J:i:fc«koT«ifi"r*c:t<bT*«. 

^-e, rApyMb$nT^Tfe«kVi 2^© c j.B^at^^wbTK^atj t 
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r;\p^>Yb$tiTViTt)J:Vi c a _ 6 7;P+;p«j £ lt«> MI3 rg 

^ti(IIIc)iii^l fcM, 20 S* v Jff*b<ttifcv>b53 ■ 
*©fc£4&(IMi)£&* S7G8J d i t cfc 13 ff 5 

TfflwbcfcVi. **/-;k x*y-;k st^iWJb^, 

SJ&mgfet ®^^20"C^^L 150t:> #£b<«20&^bl00'CT&.5o 

20 tt*.ttm, **>*;P*>*ft£©*«*;tt* »£:£©***&£ 
^®3§£ 0.01 100 S*»5^tt«FiiJ|7?*S. 

ft£*KHic)tt, ^b^«(iiih)*^o»ftg^fc:#1-j:tfc<J:»5« 

sotbTH mtf-Mv^x ^DAi, mmm®. mm, mm. 

/\u?>m S?^^;^;P**^K*fl|V5fc«4b(Swern«^, WttfflBt H ■ 
ft^«(IIIc)tt«»C!)x^^;Wb^*(IIId)*6, Grignarrd fi£3& 
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fc£tt(IIIa)tt, 5$ 
R 8a 

I 

W — N— (CH 2 )w4 ^-Ar — R 9a — COO — R»» 
5 (Hid) 

10 ' fffctlS. «*75S!li:LTtt. «A«5^7>» **fc*£*?-hU£Afc 

R 8a 
I 

W — N— (CH 2 ) W 4 — Ar — CH 3 
(lllf) 

s\?-uW7)V7^ 22, 195 0984) 3ft£k:ia«©^ra0fc:«k 0x^-5 
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* 6 fc5 2 3ig£© - CO- ©RgHifcfc £©J£tt* ^ 1/ >gfcD 

6-75 y -2-^-7 ^^>*^#>K^^X^t-;K> 5-7 5/ -2-^7* 

^>*;pjj?>B6^^;pxxx;h4» wo 98/43953 izE\zfcmo-jsmz&X)tm. 
iyxxfJH^, «*kjp 06io7599 &<b^ie*t©;£&{c£O^/xx^ 

HJ-, 60 , 441 2 (1995), ^r^)V 77-?-yi- 
x<^;i/ 7V*>, 35^2698 (1987)^^fc|B«©HJi&fc#'r^tt«fcDM 

mm&m(\nt)\t, %w&to<D-%mz&r>$mtz>z\bifix%z> a 

«, 6-75 7-2-* ^;MVU>HU #UT-:7V£>, 42 , 175 (1999), 
?*—1-)V *7 ^-^Xy^^r^^hU-, 28, 1753 (1963), v^- 
^ dr^^^V-y-Xx-f- C, 829 (1970)&£fcgam©#i£t>b 

±83 r*;i/#^S/©»fi:tt»»#*fflV^*ttJ ft, * :Ar l -(CH 2 ) w -, 
-S0 2 0H (^*©IB^it&IB<hM^^-r) T?$&nZZ)l>*>Wl, s 
fctti : Ar *-(CH 2 ) w3 -S00H (£+©£5tttMB&HM&K-r) T?£ 

[fg&&2] 

5$ (I) fc*UTX*t-(CH a ) W 3C00(CH 2 ) w4 -T?**4t:^» (I b) tt, 
0!AJrFSBxxxJWb^fcJ;oT»i&3ft£. 
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(x*x;WllEJ&) 



Ar'-<CH 2 )w3-CO0H + H0-(CH 2 ) w4 Ar — Y N 
(ID (IV) : : 



/ 



A r — (CHj\,3 — COO — (CH 2 ) w4 — Ar— Y— N 

db) ! \ 



10 flF*b< \t 1 fcHU 3 y$M©&»©&#TOTfc>ns. 

r^fiftijgj mtfx— r;i^i§&, /\p$*>fcl*MbzK** 

10 xh'j;i/«^ 7SH*»», >rh>mm* X)V 

15 • te, tKM^MJ^A, BmiJVVA* figtl-hWA* *»fc:M*U£A» 

a« 5 #ugftv>L 40 u#p B i> #£L< tt 1 i8Kfra-e»*. 

20 ft£ft(IV)H\ S#^©m ^tfW09838156fciBm©#fc&£W* 
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5$ (I) t^^TX^-(CH 2 ) wl 0(CH 2 ) w2 -T^^^t) (I c) H ffl 

(x~5\>Wb£&) 

Ar — (CH^j— L -f H0-(CH 2 )w2 — Ar — Y — 

D 2 

(v) (| v» ) ; • R— ■ 

" "" 

^ Ar'— (CH^! 0 (CH 2 ) w2 Ar — Y — : 

( ,, i \ . > 

* * . . • • * 

it&m (IV) i#UfcV>L5SJ| (0?£b<«l&V>L2^*) ©fc£« 

io MiJ>, t!US>>fc2T*S. 

M0«iilt (V) fc&bTmfcV>L5i3«T?fc5. 

AD^xuwidt^ai, xhu;i^*»a, mmm®. 

N-^^;i/*;i/A75 K (DMF) , 7-trhX X*/-;k tf^>& 

SJfcMgte$)-2 CCft^L 1 0 CC, $?£U<tt&i&&V>l,8 OTTC* 
£ . EfcEIBIfcL 03 &® 0 . 5 P^fc V*L 1 0T?a5§ o 

20 
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^*)<ZMt£f&(IV)££\ 0.5fcfr>L5i3*(ff*lXttlfcV>kl.5 3;t)© 

T^mmtLxu, mx\i3L-7-m®%* AP^>ftiWb*ai»»«E, 

flMI, ~HJ;i^&J£> 75H«»»» ^rh>m X^^v- 
Wrfc«kK tifr-Ch, 7-feh^MUk S^OD^X £dDtM/£& 

iiSt 5 #HfcH U 40 mm. n £ b < \$ 1 b 18 PSFBTe&S. 
ftl'&ftCmtt, m«I09838156 

[Sitffi 4] 

15 £ (I) ^ViTX^-(CH 2 ) w3 NR 8a CO(CH 2 ) w4 -Tafe^>^#) (Id) 
(75 FftE/fcJ 

R 8a R 1 ' - .. 

Ar'-(CH 2 ) w3 -NH + H00C-(CH l ) w4 — Ar— V-N^ ^ } 
(VI) (VII) \ 

• * • m # . • * 

R 43 R 1... 
■NCO — (CH.)»m — Ar — Y — H{ : 



A r 1 - (CH,)^ NCO — (CHj)w4 — A / ~ Y ~ *\ 



(Id) : ; \ ..I 2 ' 



rt^(VII)te, <«^.«TO9838156 K:|B«©*k*aV>tt 
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[SM5] 

5$ (I) ^^TX^-(CH 2 ) w5 NHCONR 8a (CH 2 ) w6 -T^^k^(I e) 

r 

Ar' — (CHj) w5 — NHj + N— (CH 2 )w6 — Ar— Y-N^ : (|x) 



tt, *«*U»>A, *K^hU^A, **tttf-HJ*A» Tfcgfcffcfr U 

Any>^^b7K^W, 2f*Bi*ig*k -hU«M, 7^*111, 
MF, 7th>, X^/-;k HUy^WtLK 

20 sssiit sum- 2 o u i o o t:, &$. v < l 8 o *c 

T&3„ £jfcP#TO, WMfffiO. 5m®fc^Vl 




Ar 



(CH 2 )w5 — NHCON— (CH 2 ) w6 — Ar— Y— N 




(le) 
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(VI 1 1) $3J;tffb£« (IX) \ts 0 »3ST * t tifi 

5 (I) fcfcHTAr 1 3^«^?fe#l/T^T'b«kV>iWl^f«lfcai (Ar 2 

-Ar 3 ) H&Zfcfi® (If) tt, fl|*ttTE7U-^*y^U>^K«fc 

I / 

Ar ? — B — L 1 + L 2 — Ar 3 — X— Ar— Y-N^ : ( X |) 

(X) ( \ 

/»'•••••• 

» Ar— Ar— X— Ar— Y— N( (|f) 

10 Ktf> Ar 2 £J;tf Ar ^niiS^f tT^TfeiW^S 

ttApy >($? £ b < asm, ji*) a* t^tt b u ?;m-p * * 

Ar 2 &J;tfAr 3 T^£*15 raifcgSW LWTfc «fcM«S5£3rS»!£3; ' 

is £teflg^«Xj fc&^T, rft&gj , rJum^rttKatJ > 

tbTft t&gBAr ^l/Tfll^bfcfcO^^Sn** tDtoJt, 
Ar 2 ££tfAr 3 #t, t"b{cfijftS*#UTW6>J:^7x-;i/7f»»5, Ar 2 
- Ar 3 bT V>T <fc^ t? 7 U JK?» S b V\. 

7U-;i'*y^U>^R«tt» a#^ftl©^j*, 7?* 
20 7.*>^H7 (Acta. Chemica Scandinavia) , 221-230 H> 199 

<k^#i (x) 1 1 75:^ b 3 ms*<$f£ b < u i ftv>L i. 5 mm) oilman 
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r^«j ©&»& «A»fc^»"ai) ic^bT, motions* 

5 Tf&So 

W&ns. R rA^tfAftft&J tLT», fh7^X (HJ 

7x-;i/7|^X7W» A^^^A (0) > k*X (hU7x 

rWX7^» rtyWA (I I) £nu Hv /i5^«7A-^^t*d^ 

io frfe»n§o r r-yfDvmm tvx\t. wt«» fhm (HJ7x- 
xy^;i/ (o) fe£j&s*wr&n*. 
R r^^jgfefe^J ©&ffl»«u fcSft (xi) fc^bTs mo. o 

MJfcfigte, 5 OT;, *?£U<»ift8 Otfc^Ll 5 OCT 

i*&£*t¥wr&n*. zti*>\$, rm&ji&mEL<D®$x®£Lxmtex% 

J=©S£MW£bK 

(i) ©513, (r) tt* £TF© [»jgS7 3 \z£-z>x%M 

25 [8?ig&7] 

fb£$f (T) tt, 0itfL«5£: Ar'-H (XII) 
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L-X— Ar— Y— ) (xni) 

( • \ V---' 



5 <k£® (xii) (xni) its nft'jkKHOfiffiz&Qmffi'ZZ- 

5 MIB r^#^«j tbT«, 05£fcr> hMX *vl/>> 

tufa rft<bfc**£*U tbTEu ^>*x >^p 

iWfE Fl^iJ £LTBU N.N-^/^MMTS h*(DMF), 

ItrfB r^Jl/^-> PXflFHJ £ bTfcJU S^^^X^**^ H (DMSO) 

5 h&IB r- h U««J i LTBU 7-fe h- h U;k 7*D tT^X 
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io CTffaaisisssfe-rs t tfc«t o shifts** e£#*t**. 

15 M¥is *«>5W&£)» 7xx;k hu^;k vu;k#n hU^WB^k 
tert-^;i^x3^k>u;k&a. c a _ 6 7;per-;K^ i-7u;k&afc 

tKD^>ofiifly£tbTtt» c 1 _ 6 7;wk^ x^ 
. ;k ypbr;K -fv^pt^k ^k tert-y^fta, 7i-jk mj 
c t . 10 75W(«, ^>P)Vf3.a), *;ks;k c 1 _ 6 7;wu-^ 
;kfc;K0!K 7t?JK :7pfc:#x;i/fc£) % 'WAOk c 7 _ 10 7?,Mf 
25 ;p-#;kfc;K#K o*j)iij)V-#~)Vteii). 2—7h5 1 FPtf^xik 

2-fh7tHU77-;K v-UJK^J, HJ^WkVlUk HJx^;k>U 
;K ^^7x-Jk>'JJK teft-^;k^*3\>k>y;k tert-ttfr 

pjLFfus/ y ;k% t* ) > c 2 _ 6 7)W~)v 1 - 7 u a a £jwb ^ 
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-<> finyp isy^i/Ts (Protective Groups in Organic 
Synthesis). John Wiley and Sons 11(1980) KfBKco^&^fcWTff o 

>, N-^WW^WN'^MrhU^ x h7 7*3MV7> ; E-'7A7 

15 

mntc mch %mw%&im*mirz>K.$>. mch tsar* 

myh^ fc^> «7T, 79* v^. tfJk th^ai^u 



WO 01/82925 



76 



PCT/JPOl/03614 



(malignant mastocytosis), ftBfflKi (exogenous obesity), ji-f >>'a. 
U >ttJE?SSE (hyper insulinar obesity), MltttM (hype rpl asm ic 
obesity), TSftttJEW (hypophyseal adiposity), MjfiillttJEIMg 
(hypoplasmic obesity), fWiiTEfi (hypo thyroid obesity), & 
5 IfcTSBttJKH (hypothalamic obesity), fflfc&HSMfc (symptomatic obesity), 
WJtmffi (infantile obesity), ±¥*K#5(upper body obesity), £^t£ 
JK#t^ (alimentary obesity), tt^ig&TttilMiOiypogonadal obesity), 
^ttJKStiWJiaS (systemic mastocytosis). MftJEit (simple obesity), 
4»'C>ttllE*(central obesity)&£] , SteftJi&Cbyperphagia), fit»|St^, 

*^hj© MCH^^j^i^gmE^^, ^n-mk^t/ ( i ) ( i o 

rasa, k^ew, -H-ftjw, mmn, mm%i^<Dmm&m*z 
mmmtLT\±, &m%, m at*. d-v>- h- ;k a- 
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(l-hpc) fc£*«#wr&n*. 
io g^jtiTH t^p-jk yptfi/>^up-;k 

*x p^xxp-;k hux#y-;w75x mm-bvv&. #x.>m , 

x£A, it-ft^XfcThx^A, qEy*x7U>l&yU"feU>fr£©Mi£tt 

20 ;i/-k;i/P-x^-hU^A> ^^;i/-k;up-x, k Kn+^wvt^n-^, 
h KP^>x^;i/ir;i/P-7., k KP^v^PtfJHrJl'P-X&^^Ktt 

^UirUX D-v>xl — ;i/&£#*#tf 

25 tgwatbrwu aim u>wt, iwt*. jwwt, *x>«*fc2© 



WO 01/82925 PCT/JPOl/03614 

78 

*5 60kg) KfcnK:4-r*»£© i B^fcD -en^nwsftj^T* 

(I) (10 iLT, »0.1fcV>U» 500ag, 0£ L< TOl 

fcV>L#$>100ig, *5teff*l/<tt#&5^Vib»100iig.T?*D» 1 
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^t>^xm^x%^\ 

<\*?l"i>WLm , JTT-50L GI-2 6 2 5 7 0, MCC-55 
5, YM-440, DRF-2 5 9 3, BM-1 3-1 2 5 8, KRP-2 
9 7, R- 1 1 9 7 0 2ftWf&ni). 

x^U-H, S^U~F (KAD-1 2 2 9) , J TT- 6 0 8&£## 

wren*. 

XU>fc£##£tfSft5. -f >XU>£l/T«, 0. 45^60. 9 (w/ 

-f >*u>fc», earn -m, *ws, #tmti£ 
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/3 Z7Y\si-*)>%mW-mmtLT\t. 0j|;U*AJ"-9 6 7 7, BMS 
-196085, SB-226552, A Z 4 0 1 4 0 fc£##fcf £n5„ 

U>^b\ l/^X BAY-27-9955 ^£^W^tl-5>o 

tfV >m^m. ^Dx-f >*1— if CIBSgfc^a^tf SttS. 

10 *y h ; h ; H$-V7s9y Y ; SNK-8 6 0 

y h ; AR 1 —50 9 ; AS — 320 l&£jW|6tf&n*. 

•JUt^ >*j—VC®mmtVT\$, #J;L«NGF, LY-333531fc£#*WT 

;k ^m^7^uH> =/u7s9v-m tm**isu?->* -(zi^>hm. 

X?;K *v>3^> (memantine) , h°TyHU> (pimagedline ; ALT-711) 

20 aiftus^f^^sn*. 

u/t— mmntLTte, mx^)W)^y h^^i^sns. 

25 &ns. 
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7«j;k 7?-fe7'j;k mm) x77°u;k usV7"UJk -rs^i^k 
'W?7"u;k ->7ifyu;k rt*^u*, h^>h^7°u;k 

5 >>tfx x#;k7hf>ftawtfe>n5 0 

^U^A^^^UBPHtbTtt, m«l/7^D-7^'JA, L-27152, 
AL 0671, NIP-121 StlS. 

vl/^v^k M;HJ\>k*X ^)W3r)V9>, CS-866, E41 77 

10 

c o Ajt7E»*E«* 7^ 7^- h3Mb^*ft^*«*tf sn*. 

15 -feUA'X^X -WU^X ZD-4 5 2 2Sfcte-£nS©& 
^ h U 7 A £) & £ . 

9-K 7P7^7?-K ^>7-f 7*7-H&:Ejft**lf&tt*. 
±13 rHft&fe&&J fcLTtt* mfcfr7Vn7x>fc£jfiWf&*l*. 
20 ±13 r#PF£l£j tLTWu ^J^.«7o;k77if^^K> $>7WA, 

7)V7?V7k, 7;Pv7ifA-A^^We>tl^o 

±13 rj^OllJ £LT«, 09AiJ, 7;k**-fe3 1 X 
-Y5 7°55X AD^-fe^X U— h 7 U £*t5. 

25 
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mmm\t*m ics«bT#eti5 2 a©!^©^-®^^©^ 

3) MCHfera^fc(m^^ti<tMffl^Jt^SiJ^{cM'{bbT# 

10 gfc*##iggrc©EISfi^ 5)MCHfe^J^feHE^a^«i:Mffl^J 

*5V>BiS»©JH;FT?©«!#) fc£j&t*tfsn*. 
MCHH^^fc«E^ia^t#fflffl^Jt©E^it«> «4> 
15 -K ^*t«fcD3iS3B*i-r*J:i:3&«T**. 

^gismrrafc*©**©?*® 

»w$n ! *3^> nn6r4*»«ftiRj&r* , b©*ej4«:<» .*&#»w©ieH 
OT©##«> m&»© r&Mj &o&v>b3 ox^u =frHJi©$£ 

#ib vis. « 0 ma--- fe > h *Mmrz . 

26 ftTfagbfc. 

FABMS (pos) i&j$HC-?®^Sf*##n£ (Fast Atom Bombardment Mass 
Spectrometry) fc&tfS (+) 
*X*TfflVienT^5^©fl&©BS^»TI3©iti*<£^-r. 
s : h (sing-let) 



WO 01/82925 



83 



PCT/JP01/03614 



10 



15 



20 



25 



d : h (doublet) 

t : WfVv h (triplet) 
q : Prfrf-y b (quartet) 
m : -?)l?-7Uy b (mu 1 t i p 1 e t) 
b r : :/o — H (broad) 

J : ^y?'^^!: (coupl ing constant) 
Hz: (Hertz) 
CDC1 3 : M^DDJtUkA 
DMSO-d 6 : a^^PX^+^H 



THF 
DMF 
DMSO 
WSCD 

WSC : 

smsf m 

*H— NMR 



i-x^;u-3- (3-v^^75/yntr;p) 



gi3£7U-#£.cdc 1 3 ^mMvrcc ) 

I R : h;P 
Me : *^)V 
E t : X^;U 

HOB t : l-kHD+v'- 1 H-^>\/HJ7V*-;i/ 

i pe : ^vy'nvjvx-riv 

DMAP : 4-^^^;UTSy tf>J> ? > 

IUPAC-IUB Commision on Biochemical 
Nomenclatu r e \z£m^$Z>W*%W(frm\z&mmm^Z 



WO01/82925 
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DNA 






c DNA 






A 


: 7t-> 


5 


T 


: 9^5 > 




G 


: fy-y 




C 


: ^h5» 




RNA 


: Vtf&M 




mRNA 




10 


d ATP 






d TTP 


: t^^v^S 5?>HU 




d GTP 


: rt^7/y>H'J>i 




dCTP 






ATP 




15 


EDTA 






SDS 






E I A 






G 1 y : 






Ala : 




20 


Va 1 : 






Leu : 






lie : 






Ser : 






Th r 


XM"X> 


25 


Cy s : 






Met : 


j*5^x> 




G 1 u : 






Asp : 






Lys 


•Jy> 
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10 



15 



20 



25 



A r g 
H i s 
Ph e 
Ty r 
Trp 
Pro 
A s n 
G 1 n 
pG 1 
Me 
E t 
Bu 
Ph 
TC 



85 

?7VVP>-4 (R) -*^#**5Hi 



To s 
CHO 
Bz 1 

C 1 2 Bz 1 
B om 
Z 

C 1 -Z 
Br-Z 
B o c 
DNP 
T r t 
B um 
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Fmo c 



: 1-t KD^^>XhU77-;i' 

: 3, 4 ->?t h'D - 3 - 1 Hn^>- 4 - t^V- 

1, 2, 3-«>\rhV7*J> 
: l-kKn^>-5-;jl/W>-2, 3-PiJ)V 

: N, N' -S?^n^>**M^5H 



HOB t 



HOOB t 



5 



HONB 



DCC 



10 ' GE?i#9 : 1 3 

7VY SLC-l §3- K-f £ cDNA ©*£ U ->^|)S bfc^DNA S^f. 

77 b SLC-l S3-H*rScDNA©^^U-->^fcttfflUfc^DNAS* > r. 

15 ^ y h SLC-l <D±7 =• y £ . 
CE8l#lt : 4) 

5' flfcSal IM«^#iJD^n, Sfc3* We Spe I IB^gBWtfJoStl 
fc^y h SLC-l cDNA ®^S@2^iJ^T. 
QRMtt : 5) 

20 SLC-l mi CHO »©&£ D->fc£fr3 SLC-lmRNA ©§8M£M}£ 

TS&fcfcttfflUfcUslv/D-:? (riboprobe) «wt. 

t h SLC-l S3- K*T* cDNA $Mt5fcfel;ft| Lfc£/& DNA 0 

25 kh SLC-l *3-HTScDNA*2*fl|fcTSfc«)k:ffifflL/^7'fT-^ 
T. 

fc h SLC-l §3- HI'S cDNA ^ttXEJlJSw-r. 
CIE?fl#^:9) 



WO 01/82925 



87 



PCT/JPOl/03614 



t h sLc-i <d±t s j m.mm*7x?o 
rnvm^ : i od 

k h SLC-1 (S) cDNA ©7% 7 U l^^/MAS^-To 

CE^J#^: 1 1) 

5 k h SLC-1 (S) fcri- cDNA©X£ U --^^fc^ffl Lfc£/5fcDNA£^r. 
C12?|J#^ : 1 2) 

k h SLC-1 (L) £ n - FT 5 cDNA OX £ U --^fc&ffl Lfc£fi£DNA Sr^T. 
Cffi?iJ#^ : 1 3D 

k h SLC-1 (L) cDNA©7> 7 U --V^fc&ffl Lfc^DNA 

10 : 1 4) 

5' fiijtsai itg^ss^ttirastu £fc3' w-spe miiE^#in^n 

fck SLC-1 (S) cDNA 0±MMBn^t o 

mnm^: 15) 

5' we sai iwmmmfiWtia'zn, ££3 ; w\zspe immmmsfflazn 

15 fchh SLC-1 (L) cDNA <D±immPl*m?. 
tmm^ : 1 6) . 

k h SLC-1 (S) 3151 CHO i»3<fctf k h SLC-1 (L) %M CHO ffllS©*^ D-> 
\Z%tt%> SLC-lmRNA ©fgM£«iJ£T3fc&£M Lfc U ^7°D-^ 
(riboprobe) SttfTo 

20 1 - 6 T*#£tlfci3?IJ#*f : 9 T^nZtmUPl*?- HT^ DNA 

£^tf7°7 7.5. Escherichia coli DH10B/phSLClL8 tt, 

^11^2^1 ufrzm&mM%xM&mu±ftj:^xmmmmi w 

I BH) IM^FERM BP-6 6 3 2£LT> TOl 1^13 2 1 
Bfrt>®m&A-%&m$iffi (IFO) K:«ft#^IFO 16 2 54£L 
25 T^f6£ftW£o 

t er i-^T-JV 6- [ (N, N-~7* S / ) * *M -2-^7 h 
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u Me 0 r^VV^^'^ 

1) 2, U>i?%)l<tf>M>>*?)VX.ZT)V (26. Og, 106 mo 1) 
£N,N-5?;*^;P#;kk7$ F(500 il)fci§|U 1 N*Kffc^ h U 

m (106 ml) ftlOOTJTSO^H-OllTLfc. 3B#H»^ 
5 EETfcS*U »S«fc**ln^»«S5*Lfc. ?KI:ltl (9 ml) 

6-C* h*=s%)V#-)V)-2-1-7*U>1}fr$>mn. 6g) L 

'H-NMR (DMSO-ds) <5 : 3. 94 (3H, s), 8.06 (2H, m), 8.24 (2H, m), 8.69 (2H, 
10 s). 

2) MIBDT#fc6-(^ h^ij)V^)V)-2-i-y^iy>ijM>Wi 
(5.00 g, 21.7 mmol) £ h UX3MKT5 > (3.93 ml, 28.2 mmol) & tert J 
7?-)W)Vn-)\, (65ffll)fcjgfl?U 7 5?{fc ^7xZMX*!J^ (5.62ml, 
26.1 mmol) SJpA, Sfi"e3 0^ 10 0tT6tWLL S««fcSf 

ttffitt&i ox^i>k*»», »»«a*T!»asn;, *^a«w-Hji>A 

7>(50 fcftfs **4T57;U$-*>AU^A(728 mg,19.2 

moDftJp^ aaT?3P9BHI»Lfc. SJfiWKBfafcx^, 10X^x>^tK 

ft, fcJBETiftK U U * ykyn^b???*- (MWimm ; 

bJVX> : mmx?)V=l 0 : 1) l£T*t®!U &tfift£ii-'v*iJ->j&>Sg 
HlfcU tert-^;i/ 6-(h KD+y^?;W-2-t7f;W-;U- h (2.26 

g) i/r#£. 

'H-NMR (DMSO-d g) <5 : 1.51 (9H, s), 4.61 (2H, d, J = 5.7 Hz), 5.24 (1H, 
t, J = 5.7 Hz), 7.40 (1H, d, J = 8.4 Hz), 7.49 (1H, m), 7.70-7.78 (3H, 
m), 8.07 (1H, s), 9.52 (1H, s). 
7C^##Hi C 16 H l5 N0 3 «tLT ' 
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fhJHI:C. 70.31; H, 7.01; N, 5.12. 
|M : C, 70.36; H, 6.89; N, 5.14. 

3) |filB2)'r#fctert-^;i' 6-(t F u^y^^)V)-2~i-y^)V^- 
A^-h (1.00 g, 3.66 mmol) £>^n 0*^X18 il)C»«PU 
5 >#>(1.59 g, 18.3 mmol) Siat'4l»W;. 

3tt&«ffiTfc*«U v^V^nt:;l/X-x;W^^^bL,T, tert- 
7?)V l-ft)VS.jV-2-1-7?)lil-rt*-h (889 ig) &efitfr*£LT# 

fee 

'H-NMR (CDC 1 3) <5: 1.57 (9H, s), 6.76 OH, br). 7.44 (lH, m), 7.83 OH, 
10 d, J = 8. 4 Hz) , 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 (1H, s). 
•4) WIB3)T?4lfctert-^;i/ 6-ft)VS.)V-2-1-7?)V%-rt*-h 
(300 ng, l. II mmol) £^*3Ml/7$ >&BSffi (270 mg, 3.32 mmol) 
S-M2 nl)ifh7tHn77>(2 il) ©ffl^WftC«F#b, ~>7/ HJ 
kFn&3BW-hU£A (210 mg, 3.32 mmol) *3&PA> £»T!2l*IBI8S#l> 

15 tco Rfom\zm&jvv&*mm*toz-* »»x^;uTi*ttii/fc. mm 

-;i/=l 0 : 1) fctllU SSIb^tt (242 mg) **HM*««t-l/T» 

fee 

20 'H-NMR (CDC1P 5: 1.55 (9H, s), 2.27 (6H, s), 3.54 (2H, s), 6.75 (1H, 
s), 7.32 (1H, dd, J = 3.1, 8.7 Hz), 7.42 (1H, d, J = 8.4 Hz), 7.64 (1H, 
s), 7.71 (2H, d-like, J = 8.7 Hz), 7.96 (1H, s). 
2 

tert-y^ 6-(l-}fPU^XJM5S>0-2-^7^l'#^*- h 

25 H 

1 © 2)T#fc tert-y^ 6-(t FP*'>^5 1 ;W-2-^7^;P*- 

A^-h(500 mg, 1.83 mmol) £ MJX9SJI/75 >(0. 254 ml, 1.83 mmol) § 

T-h7tKO7 7>(9n0fc»#UJk»T^^>^*x;i/^DU H (0.142 



WO 01/82925 



90 



PCT/JP01/03614 



ml, 1.83mool)&Jn*., ^jfiT30 ftfflfeVfto W$f£3£U 5»*«fl£ 
■DIC»#U »K*U»>A(758 i«,5.49ool)» tfo U y>(0. 153 ml, 1. 83 

T3»83U tert-T*^ 6- (1-tf D U V~)V^)V)-l-i-y^-)Vts-n^- 
h (388 mg) Sftfifflftfei: hX%1t a 

•H-NMR(CDC1 3 ) <5: 1.55 (9H, s), 1.80 (4H, m), 2.55 (4H, m), 3.74 (2H, s), 
10 6. 62 (1H, s), 7.30 (1H, m), 7.45 (1H, m), 7.69 (3H, m), 7.96 (1H, s). 
###13 

tert-^;i^ 6- (i-tf^ij^-;i/^^;i/)-2-^7^;^-;u-h 

15 (500 mg, 1.83 mmoDilf^U^XO. 181 ml, 1.83 mmoD^ffl^T, ###J 

i <d 4 ) t mmvmzft sztiz&v. mm<k£® (305 mg) t 

'H-NMR(CDC1 3 ) 6: 1.46 (2H, m), 1.55 (9H, s), 1.58 (4H, m), 2.42 (4H, m), 
3.59 (2H, s), 6.60 (1H, s) 7. 31 (1H, m), 7.43 (1H, m), 7.64 (1H, m), 7.71 
20 (2H, m), 7.95 (M, s). 
###14 

N-(4-^P ; &7x-;i/)-6-.(t YU*ris*?-)V)-l-j-7 H 




l ) ##FS l (D Dumc 6-0< Y*i/j])V#-)V)-l-f7$ vyfsM 
25 >^(1.00 g, 4.34 mmol), 4-7*P ; emU> (747 mg, 4.34 mmol) , 

^)175./ tf'J> J > (531 mg, 4.34 mmol) £ N, N-^3^Mgi/A75 H (10 
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YWkM. (833 mg, 4. 34 nmiol) £itJA, ItStll^ SVCTZltiftmWL 
^P^7X«J/)*;l'#x;W-2-^-7hX-h (954 mg) Sefeffr*fcbTft 

fee 

'H-NMR (DMSO-de) 6: 3.95 (3H, s), 7.58 (2H, d, J = 8.6 Hz), 7.82 (2H, 
10 d, J = 8.6 Hz), 8.07 (2H, d, J = 8.6 Hz), 8.22 (1H, d, J = 8. 6 Hz), 8.29 

(1H, d, J = 8.6 Hz), 8.63 (1H, s), 8.72 (1H, s), 10.64 (1H, s). 
2) HUfBl) Tjtfe^Jl' 6-[(4-7"Ol 7-0 7) AM-JW-2-t7 h 

X-h (900 mg, 2.34 mol)Sxh7kKP77>(10 ml)K:iM?U *ftT> 

7K^t;U5 1 ^AT;i/5X'7A(178 mg, 4. 68 mmol) £iJD;l> Sit 2 ft|R)&# 
15 Lfci SMCKiX^tlMl^P^.. WKX^l/TtttHLfc. 

'H-NMR (DMSO-dg) 6': 4.71 (2H, d, J = 5.6 Hz), 5. 41 OH, t, J = 5.6 Hz), 
20 7.56 (3H, m), 7.82 (2H, d, J = 8. 4 Hz), 7.92 (1H, s), 8.02 (3H, m), 8.54 
(1H, s), 10.53 (1H, s). 

N- [2- ( t H o > * =f-M -6-* J U x;W 7ir h 7 5 H 



1) 6-75y-2-*^;i/*/U> (1.02 g, 6.45 mmol) £tf'Jv>>(30 
■l)fci»*U &*StiK (0.913 ml, 9.67 mmol) £SDtL> ^i&-C3P#TO# 

N-(2-^5 1 ;W6-+y Ux;W7-feh75 F (1.20g) §a«tLT#fc. 




N. 
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'H-NMR (CDClg) 6: 2.22 (3H, s), 2.71 (3H, s), 7.25 (1H, m), 7.52 (1H, 
m), 7.95 (2H, m), 8.10 (1H, s), 8.30 (1H, s). 

2 ) if|B 1) rmc N- (2-* 3^6-*/ U x;P) 7± b 7 5 H 0 . 20 g, 
5. 99mmol) fc^dnafrJPA (30nl)fc»#U m-£POjI£mM (2.48g, 

5 7. 19mnol) *JDA, MT3«HW»#L&. i§&£MHT@m 
&X3^£2iD>t, #rtiJLfctfr*£3]fcU N-(2-pWWl-*-^> 
x;»7"feh7SH (1.06 g) £fifit&*£LT#fc. 
'H-NMR (DMS0-d 6 ) <5 : 2.12 (3H, s), 2.53 (3H, s), 7.51 (1H, d, J = 8. 4 Hz), 
7.76 (2H, m), 8.40 (1H, s), 8.48 (1H, d, J = 9.3 Hz), 10.36 (1H, s). 

3) MfB 2m#£ N-tf-^^M-rfr+v' H-6-^7 U=;W7-fe H 
(4.64 g, 21.5 mmol)^^7jcM'(H0 ml) Hilt, 8 0 < CT4P#M#L 

&. «F«i*«jBETk:«4u, #e>nfc^at^7;i/5^7A^DYh^7 
^- (M*tt;mx?;u iii^gLiiti^ife. 
®***;-)\> (no mi) uiu i«3e*«ft^Mj«>A (21.5 
mi) ^tjp^., siaT?i«nHa#^Lfc. »«*«ffiTfce*bfc. nzntzm 

SSr7;i/5^^A^PVh^^7^- (SH«;^mx?;P: 
;P=5 : 1) iCkDfMSU »fti«J*««X5\>P--f y^DCJU-f^ 

(1:3) frzte&iku mmik&m (2.65 g) $e«twc„ 

'H-NMR (CD 3 0D) <J : 2. 23 (3H, s), 4.89 (2H, s), 7.68 (1H, d, J = 8. 7 Hz), 
7.78 (1H, d, J = 8.7 Hz), 7.95 (1H, d, J = 8.7 Hz), 8.27 (1H, d, J = 8.7 
Hz), 8.33 (1H, s). 
###16 

N- [2- D D * -6-* J U X JW 7-fe h 7 5 H £g£ 



5 T# 6 nfe N- [2- (fc H O **/*?)V) -6-+ 7 U ~ M 7ir h 7 5 
H (1.00 g, 4.62 ooOtitftWx^ (23 ml) ^*^TT*ii, 2P#TO 
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ffr&fc (900 Dig) ^illlfc. 

'H-NMR (CD 3 0D) 5 : 2.23 (3H, s), 5.12 (2H, s), 8.08 (1H, d, J = 8.4 Hz), 
8.17 (2H, s-like), 8.74 (1H, s), 9.01 (1H, d, J = 8.4 Hz). 

mm 7 

5 2-(i7DD^^)-6-+; iJ-;i/75> 2i^mm 



&jtig(900 mg, 3. 32 mmol) \Z 5 M%MM (17 ml) £JtlX, 100°CT 2 

10 LT*»flA«& (849 mg) »*ttT#fc. 

'H-NMR (CD 3 0D) (5 : 5.07 (2H, s), 7.42 (1H, d, J = 2.4 Hz), 7.71 (1H, dd, 
J = 2.4, 9.0 Hz), 7.95 (1H, d, J = 8.4 Hz), 8.06 (1H, d, J = 9.0 Hz), 
8.78 (1H, d, J = 8.4 Hz). 

15 4' -t> u u -N- [2- a p ;* 9=-;W -6-+ J u [1, 1* - If 7 x~;W -4-#. 



###J 7 t?» 6 ttfc 2- a d W -6-* / U n;i/7 5 > 2 tt&g t 

4' P D [1, 1* -tf7x-JW-4-*M>SI§ffl ViT, gfflfflj 1 © WSC 
20 fc75H^SJ5&t|WI^©^^ : Ta^«i:fcJ;i9, JMMb^*ft«*tUT# 

fee 

'H-NMR (DMSO-ds) 6 : 4. 95 (2H, s), 7.58 (2H, d, J = 8.4 Hz), 7.66 (1H, 
d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7.8 Hz), 8.01 
(1H, d, J = 9.0 Hz), 8.09 (1H, m), 8.13 (2H, d, J = 7.8 Hz), 8.41 (1H, 
25 d, J = 8.4 Hz), 8.61 (1H, s), 10.67 (1H, s). 




N 
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»^7oi N-[2-(i-tf d u ^x;M3\ii/)-6-*y U-;W7-fe h 



5 75 K (5. 53 g, 20.5 moOfcft&g (100 ml) £iD3., 110"CT 1 «fM«*ft 



«£ETS*U mktt)l'-^tt>frZ&mft&tb (4.56 g) 

10 'H-NMR (DMSO-ds) 5 : 1.83 (4H, m), 2,62 (4H, m), 3.90 (2H, s), 3.92 (2H, 
br), 6.92 (1H, d, J = 2. 8 Hz) , 7.15 (1H, dd, J = 2.8, 8. 6 Hz), 7.48 (1H, 
d, J = 8.6 Hz), 7.88 (1H, d, J = 2.8 Hz), 7.92 (1H, d, J = 8.6 Hz). 
St£: 102-104°C 
###J10 

15 N-[2-[(^y^ot!;i/7 = y)^^;i/]-6-+y U-)W7irh75 F 



5 mfc n- [2- ( t f d * ^ w hmv u x;w 7-fe h 7 5 H £ 

20 'H-NMR (CDC 1 3) d : 1.05 (12H, d, J = 6.3 Hz), 2.25 (3H, s), 2.95-3.16 
(2H, m), 3.93 (2H, s), 7.40-7.64 (2H, m), 7.80 (1H, d, J =8.4 Hz), 7.95 
OH, d, J = 8.4 Hz), 8.05 (1H, d, J = 8. 1 Hz), 8.28 OH, br). 
H& : 147-148 V (fagkitm : :?X^X-5\>l/-A*1}->) 
1 1 

25 n-[2-[(->x-2, 6-^^^;M-if^u pwm-6-=*v ux;M 7-fe 

h75H 




Me 
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5 'H-NMR (CDCI3) 6 : 1. 02 (6H, d, J = 6. 2 Hz), 1. 25-1. 76 (6H, m), 2. 24 (3H, 
s), 2.50-2. 70 (2H, 1), 4.01 (2H, s), 7.52 (1H, dd, J = 2.2 and 8. 8 Hz), 
7.73 (1H, br), 7.83 (1H, d, J = 8.8 Hz), 7.94 (1H, d, J = 8.4 Hz), 8.04 
(1H, d, J = 8.4 Hz), 8.29 (1H, d, J = 2.2 Hz). 
Ttmfttfm C 19 H„N 3 0 • 0. 5H,0 t LX 
10 ftWm : C, 71.22; H, 8.18; N, 13.11. 

: C, 71.01; H, 7.81; N, 12.90. 
tt£: 120-122 V (M$k<mM : SBx?;!^*^) 
#^#J 1 2 

2- &X?-)V7 5 / ;* ?)V) -6-*y U>75> 



5 T#£ N- [2- ( t H P * ~> ^ 3 1 ; W -6-+ J U x;M 7-fe b 7 S H £ 
M^T. &ISm 6 © 1 ) fc<ktf*MW!l 9 fc (mi<Z)»£li#fT5 £ £ <fc D , 

'H-NMR (CDC 1 3) 6 : 1.06 (6H, t, J = 7.0 Hz), 2.60 (4H, q, J = 7.0 Hz), 
20 3.82 (2H, s), 3.91 (2H, br), 6.90 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J 
= 2.6 and 8.8 Hz), 7.54 (1H, d, J = 8.4 Hz), 7.86 (2H, d, J = 8.8 Hz). 
MA-: 93-94 13 (^«:yifiH-fJW^1t» 
1 3 

N- [2- [ (2, 2, 6, 6-x h V *=f*)V-\- tf^ U $>XJl/) ;W -6-* / 'J ^ W 7 
25 -t h7S H 



15 
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Me 



Me 




5 N- [2- ( h K D * W - 6-* 7 U n;M h 7 5 H £ 

5 'H-NMR (CDClj) 6 : 1.03 (12H, m), 1. 50-1. 73 (6H, m), 2.24 (3H, s), 4.07 
(2H, s), 7.40-7.57 (2H, m), 7.93 (1H, d, J=8.8Hz), 8.00 (1H, d, J=8.8Hz), 
8.06 (1H, d. J=8.8Hz), 8.27 OH, d, J=2.4Hz). 
1 4 

2- (4-£ DD7i-;W-5-*»H, Z-i?**H-> 



1) p-^Dn^^X/^rth* (3.2g, 22.7miol) , tfX (bKP^-> 
*9\>W 7D>HyX^!/ (5.0g, 22.7mmol) -fccktf p- h;kn>X;i/*>^ 
l7K?B%(0.44g, 2.3nnnol)0h;i/X>(7Oml)^^ > Dean-Stark I&7kM£ 
Otj-^ 200ml±X7 7Xn4 , l?2TOMjl^b^. » 

15 .^X3MU£ 100m ISsftlU lN7Wb±h.U»>A (50ml) , tK (50ml) , m 
%i1iM7k (50ml) TIM^> M^*^£Tf£$U£: 0 M&T®m* 

-«X^= 4/ 1 ) fc#L*SS«SS,£ 2-(4-7/ PD7XZJW-5, 5'- 
^Mlb^^-I,3-mt> (5.9g, 76%) 
20 'H-NMR (CDC1 3 )<5 :1.27(3H, t, J=7.2Hz), 1.3K3H, t, J=7.2Hz), 4. 1 3 (2H, 
dd like), 4.20(2H, q, J=7.2Hz), 4.33(2H, q, J=7.2Hz), 4.85(2H, dd'like), 
5.460H, s), 7.32(2H, d, J=10.2Hz), 7.38(2H, d, J=10.2Hz). 
Wife : 54-55 X: 

2) fttilBl) T#&2-(4-77PP7xX;i/)-5,5'-^;P^Xh^->-l,3- 
25 i/tt-Vy (5.8g, 16.9 mmol) £ 90%X^y-;i/60mltMb, JltlfcTK 
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KftjJiJW (3.8g, 67.7mmol) &j»*T 3 ISI^&jfi8Eb&. MJETM 

n % nimw* ?x?)vx.-t)v (3oomi) cm u »T2N^ 

5 x=yV)-5,5'-$?*;W#*5^1.8-S?***> (4.3g, 82%) 

'H-NMR (CDClg) 5 :3.99(2H, d, J=12.2Hz), 4. 50 (2H, dd, J=4.6Hz, 12. 2Hz), 
5.420H, s), 7.35(2H, d, J=9.0Hz), 7.42(2H, d, 1=9. 0Hz). 
MA: 164-165 *C 

• 3) 13132) "Cftft 2-(H D D7i-^)-5, S'-^^^^H, 3-S?t 
10 W> (4.3g» 15hdo1) fcMJX^;V7$> (20ml) 150°C1! 4 

l$WiP&l/£. M«Tim a^ft^X^PX-^f (200ml) \Z 
'»#U 2NJ»T?pH2fc:Bii®bfc. WM£$ft:fem*Tife#U 

5P;i/«T*»U «feStfi»*tbTSffi{fc'&%(3.09& 85%)£#fco 
15 FAB(pos): 243 [MH] + 
MjA( : 183-184 C 
###| 1 5 




20 ###!|3T?f#£ leit-7?)V 6- (i-if^u^x;u^^;W-2-^7^;w*- 
M*-h (710mg, 2.09mmol) §h'J7J^D^i (10ml) (C^b, SMT 1 

K*U»>A*»«(50id1), &fn&&7jc(50ml)T&#^> &&BE~RtSSU 
ft^* (420mg, 1.75«B0l)&*ttfilifJitl/'n»fc. 
25 'H-NMR (DMS0-d 6 ) 6 : 1.38 (2H, m), 1.48 (4H, m), 2.32 (4H, br s), 3.44 (2H, 
s), 5.30 (2H, br s), 6.79 (1H, s), 6,90 (1H, dd, 1=8.5 and 2.0Hz), 7.23 
(1H, d, J=8.3Hz), 7.43(1H, d, J=8.5Hz), 7.46 (1H, s), 7.54 (1H, d, 
1=8. 5Hz). 
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1 6 

tert-y^ 6-[(v7 > -2,6-^^;Wl-fc!^U^-;W^^;H-2-^75 1 



Me 




H 



5 1 <D 2)T**§£ tert-7^ 6-(h ^a^>y^)U)-2-i-y^)ViJ- 

LT#£ 8 

'H-NMR <CDC1 3 ) 5:1.08 (3H, s), 1.10 (3H, s), 1.34 (3H, m), 1.55 (12H, 
m), 2.53 (2H, m),.3.92 (2H, s), 6.58 (1H, brs), 7.30 (1H, dd, J=2.2 and 
10 8.8Hz), 7.45 (1H, dd, 1=1.5 and 8.5Hz), 7.71 (3H, m), 7.94 (1H, brs). 
, 1 7 

6-[(vX-2, 6-v;*5P;]/-l-tf^U *?=LiU) *?-)V\jr7? l/>-2-75 > 
Me 

15 ^3^W-2-^7^;i/#WU-h£fflVvr, 5tmU<Dmft%ft5 

ztiz^Y), mm<k&® zmmm t vxiwt. 

'H-NMR (CDC1 3 ) 6:1.11 (3H, s), 1.13 (3H, s), 1.32 (3H, m), 1.56 (3H, 
m), 2.52 (2H, m> , 3.78(1H, brs), 3.9K2H, s), 6.920H, dd, J=2. 4 and 
8.7Hz), 6.96 0H, m), 7.38(1H, dd, J=l. 5 and 8. 3Hz), 7.5K1H, d, 1=8. 3Hz), 
20 7.630H, d, J=8.5Hz), 7.68(1H, brs). 
mm 18 

6- (1 - tr o u v - ;m ?-)V) iry*?vy-i-?^> 




##^j2T#/t tert-y^ 6-(l-fcfP U -frt^Jl) -2-3-7^)1% - 
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'H-NMR (DMSO-d^ 6: 1.81 (4H, m), 2.56 (4H, m), 3.74 (2H, s), 3.80 (2H, 
br), 6.93 (2H, dd, J = 2.1, 8.4 Hz), 6.97 (1H, d, J = 2.1 Hz), 7.38 (1H, 
dd, I = 2.1, 8.4 Hz), 7.55 (1H, d, I = 8.4 Hz),' 7.61-7.64 (2H, m). 
5 1 9 

6- [(2, 2,6,6-Th7> 5\>M - If* U * ~2-i~ 7?U>7$> 




1 <D 2)T?#£ tert-7*3Ml/ 6-(k KP*^^^;W-2-^75 1 JW**- 

10 \z£K>, mmfc&®*nmmtLT%tc. 

'H-NMR (DMSO-dj) 6 : 1.02 (12H, s), 1.57 (6H, i), 3.78 (2H, br), 3.89 (2H, 
s), 6.89-6.98 (2H, m), 7.41-7.54 (2H, m), 7.63 (1H, d, J =8. 4 Hz), 7.76 
(1H, s). 
##092 0 

15 N-[6-[(5M V7Pk;i/75y)^5 1 ;i/]-2-^7^;W-2-t KD*^-2-* 

Me 

1) 6-(kKO^^fJW -2-^7 1 — )\> (500mg, 2.87mmol) <D$?*?- 
;i/7-kh75H (4ml) »ttfc*Blfl3^h U«>A (344mg, 8.61mmol) 
20 lHWU. 2-7P ; E-2-^^7PA>7^ H (1.43g, 8.61mmol) tB 
7^Ut>A (476mg, 2. 87mmol) 16 B#W#bfc. j*J&i£ 

V7Pfcf;WX-x;H'ck0M«<J:tT, 2-[[6-(k HP^^^)-2-^- 
25 75f;W**:']-2-*^7 0 PA*>75 F(506mg) £#fc„ 
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'H-NMR (CDCI3) <5: 1.61 (6H, s), 1.85 (1H, t, J = 6.0 Hz), 4.84 (2H, d, 
J = 6.0 Hz), 5.57 (1H, br), 6.68 (1H, br), 7.16 (1H, dd, J = 2.4, 8.7 
Hz), 7.28 (1H, d, J = 2.7 Hz), 7.47 (1H, dd, J = 1.8, 8.7 Hz), 7.72- 
7.78 (3H, 1). 

5 2) taiBi) x%zntzi-m-(\iYu*=/*^M-i-i-y?Mtt 

y]-2-/?J^D/1>7S H (200mg,0.77lmmol) 0y^fMM75 H 
(2. 3ml) £ l , =f-)V-%, 4, 5, 6-rh7k F D-2 (1H) - 1! U 5 5V > 
(0.23ml) mmz^mti-hV^A (68mg, l.70mmol) &W%.> 1001CT 1 B# 

)l3L-y-)V: j\*V>=\ : 1 lC«kD*ftl»*t UT, 2-fc KD+SHHMfc 
FP*^t^)-2-^73^]-2-*?^7p/1>7$ K (50mg) 
3) WIB2) T#enfe2-hKP^^-N-[6-(tKP^v^^)-2-^7 
15 ^;l/]-2-;<3MI/7°P^>7$ K (lOOmg, 0.386mmol) tmmt^M (192mg, 
0. 578mmol) © v>7 P P * ? >(2. 3ml) jgflfcfc h U 7 i^V*77 ^ > (1 2 lug, 
0.463mmol) SJDtL, 111! 4P$Ra8|#L& e £«7;P5.t*7A^P7 

fe(C^y7 p Ptr;U75> (3ml) &Jn*, 80*CT16»W8l^b&. 1«£J*[ 

fcbfc. cn$nmx^;i/T^mb, fiAAtt^cm^ ««^hU7 

*tlt, mmikG® (58mg) 
25 'HNMR (CDClj) 5 : 1.05 (12H, d, 1 = 6.6 Hz), 1.60 (6H, s), 2.24 (1H, s), 
3.05 (2H, m), 3.76 (2H, s), 7.50 (2H, m), 7.73 (3H, m), 8.25 (1H, d, J 
= 2.2 Hz), 8.79 (1H, s). 
###12 1 

i-[(6-^ h^-is-i-i-y^V) tfp'j yy 
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MeO 




6-^h^v-2-±7b7;PxkF (3.00g, 16. lmmol) ifcfD'J v>(2.69ml, 
32.2mmol) C5fh7th*D77> (32ml) &fflt U6ml) JfflfcfcHJ7"feK 
.^j/kFD^Sth'WA (6.83g, 32.2mmol) * O'CTrftJ*., SffiT 7 R$ 

bfc. »£&i*EETaM&bT, 3Hift:'&* (3. 89g) 
'H-NMR (CDCI3) 5: 1.80 (4H, m), 2.54 (4H, 1), 3.74 (2H, s), 3.92 (3H, 
10 s), 7.13 (2H, m), 7.45 (1H, m), 7.68-7.73 (3H, m). 
###J 2 2 

6-(i-tfDU^x;M^;W-2-^-7 h-;v- JMbdc*Bt!ft 



##01 2 1 -cfc&nfc i-[(6-* v^=/-i--ry^)V) tf □ u s» 

15 (3.63g, 15.0ido1) ©48SKJWb**K (75ml) lOCCT 6 PfMjft#L 



< Wu kf^X-x^mitbT, mmibft® (2. 45g) 

'H-NMR (CDCI3, free base) 6: 1.80 (4H, m), 2.71 (4H, m), 3.77 (2H, s), 
20 5.20 (1H, br), 6.78 (1H, d, J = 2.6 Hz), 7.85 (1H, dd, J = 2.6, 8. 8 Hz), 
7.31 (2H, s-like) , 8.43 (1H, d, J = 8.8 Hz) , 8. 56 (1H, s). 
##01J2 3 

2-;WH, 2, 3, 4-fh7k \*Wi>V M [1. 6] 1-7? V $»-1r7§> 



1) 2-75y-5-XhP^>X7;Wxt H-O.OOg, 6.02mmol) t\-*^ 
;i/-4-tMUSV> (0.89ml, 7.22mmol) <DX&S—)V (108ml) jg*fc4S 
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5 5?>fV^atrjPX-x;HC±0l^tcibT, 2-*3Ml/-8-X hp-l, 2,3, 4-x 
h7th , D^y;M[l,6]7'75 : 'J^> (430mg) 

'H-NMR (CDC 1 3) 6: 2.55 (3H, s), 2.92 (2H, t, J = 6.0 Hz), 3.32 (2H, t, 
J = 6.0 Hz), 3.82 (2H, s), 7.96 (1H, s), 8.10 (1H, d, J = 9. 0 Hz), 8.40 
(1H, dd, J = 2.7, 9.0 Hz), 8.71 (1H, d, J = 2. 7 Hz). 
10 2) fMBl) -C#fc2-^5 1 ;P-8--hP-l,2,3,4-7 i h^t:Kn^> > / 
M[l,6]Wjy> (413ns, 1.70mmol) t MM? W *9 J — 

)v (9.5mD mmwL*i\mnn%y^iftmfthtc. mmzmvrc®, z 

(315mg) 

15 'H-NMR (CDClj) 5: 2.51 (3H, s), 2.86 (2H; t, J = 6.0 Hz), 3.20 (2H, t, 
J = 6.0 Hz), 3.73 (2H, s), 3.88 (2H, br), 6.83 (1H, d, J = 2.4 Hz), 7.09 
(1H, dd, J = 2.4, 9.0 Hz), 7.53 (1H, s), 7.80 (1H, d, J = 9.0 Hz). 
##0J2 4 

[5- [ (4-^p *K>i>)\,) v] -in— f > w-f ;w y * / -jp 



1 ) X5P;P 5-t H P*vMH--f > H-^-2-*^*^U- h (508mg, 
2.48mmol) , l-^D€-4-(^nt^^)^>t'> (681mg, 2.72mmol) 
BIAUtfA (684mg, 4.95mmol) ©7-fehxMUP (12ml) mfc&80X:T?3 

#e>nfc^^7;P5^7A>7PTh^^7^- (SW8flE;fl«x^;p) 
tliDiSlt, ^ V-fn&VX-^MZ&mmklsT, JL^JV 5-[(4-y 



H 
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n^>i»l) ^5>]-lH--f > H-;W2-*;^4 1 vl/- h (565mg) 
'H-NMR (DMS0-d 6 ) <5 : 1.33 (3H, t, J = 6.9 Hz), 4.32 (2H, t, J = 6.9 Hz), 
5.08 (2H, s), 6.98-7. 04 (2H, m), 7.18 (1H, d, J = 2.4 Hz), 7.36 (1H, d, 
J = 8.7 Hz), 7.43 (2H, d, J = 8.4 Hz), 7.59 (2H, d, J = 8.4 Hz), 11.77 
5 OH, s). 

2) mm i ) T#'S>nfcx^;p ^{i.^u^y-jM-t^-m-^ > 

Y—)V-l^)V^ ; yV- V (300mg, 0. 802mmol) h^k FP7"7>(4ml) 
ffimz, orTTjc^bU^AT;^- 7 A (60.8mg, 1.60mmol) &JQtL 1 

io «m^hU7AT$i;$u^ wsmjetm^ #e>nfc^^T;p 

-f V^DtfJl/X— r^iA^^fc^O^bl/T, ^b£$l (219mg) £. 

■H-NMR (DMSO-d 6 ) (5: 4.55 (2H, d, J = 8.4 Hz), 5.05 (2H, s), 5.19 (1H, 
15 t, J = 8. 4 Hz), 6.16 (1H, s), 6.74 (1H, dd, J = 8. 8, 2. 2 Hz), 7.03 (1H, 
d, J = 2.2 Hz), 7.20 (1H, d, J =8.8 Hz), 7.41 (2H, d, J = 8.4 Hz), 7.57 
(2H, d, J = 8.4 Hz), 10.84 (1H, s). 



20 4'-^DD-N-[6-[(N, N-*J*?)V7S. S) *?M-2-i-7?)lUh \' 



mmiimtc XexX-^iV 6-[(N,N->>*?MKrii /) 
;l/#-/t*-h (237 mg, 0.789 mmol) *YVy)V3rumffi. (4ml) \Z®M 

^*U^A7jcM^iKl^, SllfJR»!lJW;. Jfij£B$£M:fem7KT& 



mmmi 
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2uu]d7aL-)l%)},-$>M (184 ng, 0.789 miol) tVt^VTS. J t?U 
: jy (96.4 mg, 0.789 mmol), $N,N-y^?MM75 K(4 ml) KiSfllU 

(151 mg, 0.789 miol) ^Tl6^«^Lfe. £«fc@EgtX^ 

^77^- (JSTO& ; WWW fcT*f§IU MtJ^Mx^l-c!:^ 

-r y/n^n-f;!/ (i .- 5) <DM$®mfrBifeM,<ku &m&m (207 

mg) ^e«itt#fc. 
10 'H-NMR (DMSO-de) <5 : 2.19 (6H, s), 3.53 (2H, s), 7.45 (1H, d, J = 8. 4 Hz), 
7.58 (2H, d, J = 8.4 Hz), 7.73 (1H, s), 7.85 (7H, i), 8.12 (2H, d, J = 
8.4 Hz), 8.45 (1H, s), 10.49 (1H, s). 
FAB(pos) : 415.2 [M+H] + 
MM. : 230-231*0 

is mmm 2 

4' -i7 D D-N-[6-(l-tf O U V-)V*?M -1-1-7 3\>M [l, l'-fc^xX 



#%0O 2 tert-^;l/ 6-(l- tfn U y^M?JW-2-t7?JW- 
20 A 4 ^-h(387 mg, 1. 19 mmol)> 4'-7DDt*7iXM^>i (112 mg, 
0.482 mmol)^ViT> MMM 1 t®m<D®ft*ft O Zt\Z& D&i^fc^il 
(212 w)*&&BmtLTmtc a 

'H-NMR (DMSO-dj) 5: 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.46 (1H, 
d, J = 8.4 Hz), 7.57 (2H, d, J = 8.4 Hz), 7.75-7. 89 (8H, m), 8.12 (2H, 
25 d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
FAB(pos): 441.1 [M+H] + 

1R& : 214-2171C : BfcX^- *M WVX-y-JV) 
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4* P P-N- [6- (1- 1!^ U i>~)V *?)V)-2-i-y ?)V] [1 , 1 ' -H 7 x ~ 



A^-hO00 mg, 0.42 imol) t 4'-7 P P tf 7iXjWiH>l (116 mg, 

'H-NMR (DMSO-de) 6: 1.41-1.51 (6H, m>, 2.37 (4H, m), 3.56 (2H, s), 7.46 
10 OH, d, J = 8.4 Hz), 7.58 (2H, d, J = 8.7 Hz), 7.72 (1H, s), 7.80 (7H, 
m), 8.12 (2H, d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
jStft: 220-222t: GMMtigft : l«X^-5M V^n^I-fM 

N-(4-7 > P ; E7xr:;i/)-6-[(^^^75y)^W]-2-^7hT5 H 



#5*084 Tfcfc N-(4-7*P ; E7xn;i/)-6-(t h*P^>*?Ml/)-2-:h7 h 
75 F(349mg, 0. 980mmol), h U a >(0. 164ml, 1.18 mmol)£N, N- 

ml, 18 imol) *1&XMTmWhtc.fcfamzV^)V7^>mmm mg, 
20 96 mmol)<h»#U7£(406 mg, 2.94 mmol)£JlDx.> 601CTM6 8M!t#l/ 

25 'H-NMR (DMSO-dg) 5: 2.19 (6H, s), 3.57 (2H, s), 7.57 (3H, m), 7.81 (2H, 




5 



15 
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d, J = 9.0Hz), 7.87 (1H, s), 8.00 (3H,m), 8.54 (1H, s), 10.52 (1H, s). 

mmm 5 

N- (4'-£ a P [1 , 1'- If 7 x x;W -4-< )V) -6- [ Of, ^;P7 5 / ) * 
)V]-2-j-7 h75 H 




5 c '" 

4 N- (4-^P^7 x ~;W -6- [ (y^ ^7 ^ /) J*3^H/|-2-:?- 
:7 h75 K (128 nig, 0.334 mmol)> 4-^PP7xn;i/^n>^(62.7 mg, 401 
mmol). 2^^^-hU^A(0. 668 ml, 1.34 miol) h^;>X^> (3 
ml)ixh^kHP7^XO.3ml)0}i-&MC^b, g*^ffl^T> 
10 ^^XhU7x-;i/*X7.^>A^v^A(11.6 mg, 0.01 mol)£JO;L, 90"C 

^A^PTh^^- (JS«&.;MX5P;i,) K£D*fa?U fttttt 
*B^BgX^t^y^Ptr;i/X-T-;P (1:3) ®S^flFtt^6ISMb« 

is aaBft-&* (42 mg) ^efe^*ttT#fc. 

'H-NMR (DMS0-d 6 ) 8: 2.21 (6H, s), 3.59 (2H, s), 7.51 (2H, d, J = 8. 7 Hz), 
7.59 (1H, d, J = 8.1 Hz), 7.72 (4H ,m), 7.89 (1H, s), 7.95 (2H, d, J = 
8.7 Hz), 8.05 (3H, m), 8.58 (1H, s), 10.53 (1H, s). 
fiftjft : 240-242T: 

20 -mm 6 

4'^DD-N- [2- [ (N, N-S?* ?)VT 5/)^ ?M -6-* / U rUW [1 , 1* -bf 
o 




CK 

1 ) 5 T&fc N- [2- ( h H P * S'JWM -6-* J U XJM 7-fe h 7 $ 
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H (92.3 Eg, 0.427 mmol) t HJX^KTS > (0.0712 ml, 0.512 mol) 

^n,n-^/^;u*;I/A75 F(2 ni)fc:»#u *&T> 

(0.0396 ml, 0.512 mmol) SUP A, 3 0»l/fc. Rfc**^*^ 
7^>Jg&lfi (69.6mg, 0.854 mmol) t^m^'J^A (177 mg, 1.28 mmol) 
5 6 O 1 6 tifflOfttt bfc. R«t^m* U A*«F»*W A, 

^^ jW _ 6 _^y iJ-;U]7-feh75 H (71.9 mg) ^WIltbTifc. 
10 'H-NMR (CDClj) 5: 2.25 (3H, s), 2.34 (6H, s), 3.76 (2H, s), 7.45-7.58 
(3H, m), 8.02 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J = 8.4 Hz), 8.31 (1H, 
s). 

2 ) mm 1 > TWc N- [2- [ (N, N-^ ?)V7 5 J ) * 3S> W -6-* / U X j W 
7-feh75H (1.9mg, 0. 296 mmol) (1.5ml) fc»#U HOT: 

sat****, «ffiTfc*8bfc. #e>nfe^$, 4»-^dPtf^x^*;i/ 

(68.8 mg, 0.296 mmol) h ; J^)V7^ / t? U 5» (36. 1 mg, 0.296 
mmol)^N,N-^^5 : -;W^A7a H0.5 mDlC^U ft&T, l-X^W-3- 
20 (3-^W5;^nHJW-i3M^S Flii (56. 6 mg, 0.296 mmol) 

sin*.*" tj&x-i 6Kwnaa^bfc. ^jB«ttRK*u^A*»«t*3ip>t> * 
a- (mmmm iiax^w cadhmsu smx?;u-^vyp^ 

25 X-x^ (1 : 5) *&*sMfcU Mft^4n (60.6mg) £6&*ft*£bT 

'H-NMR (DMS0-d 6 ) 6: 2.23 (6H, s), 3.67 (2H, s), 7.58 (3H, m), 7.82 (2H, 
d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.13 (2H, d, J = 8.4 Hz), 8.29 (2H, d, J = 



WO 01/82925 



108 



PCT/JP01/03614 



8.4 Hz), 8.52 (1H, d, J = 2. 1 Hz), 10.60 (1H, s). 
FAB(pos) : 416.1 [M+H] + 
Iftjft : 21 9-221 X: . 

5 4'-7;^P-N-[2-(i-tfnui?r:jM^;w-6-^y un;w [i,r-t?7x 

n;w-4-j57;i/*^u-5 K 




1) ##^J5T#fcN-[2-(bKD^^^^;W-6-^/U-;W7-fe:h7S 
F £ fcfP U ^T, *li^J 6 © 1 ) £H«l©«W££fT3 £ £ fc«fc 0 » 

10 N-[2-(l-t?PU ^-;M5=-;W-6-+yU-JW7-feh75 H*afi»*fcb 

'H-NMR (CDCl,) 6:1.85 (4H, m), 2.24 (3H, s), 2.70 (4H, m), 3.99 (2H, s), 
7.58 (2H, m), 7.80 (1H, s), 7.98 (1H, d, J = 9.0 Hz), 8.07 (1H, d, J = 
8.4 Hz), 8.29 (1H, s). 
15 2) m?fBl)T#fcN-[2-(l-HPU^r:;M^;W-6-^y V-M7±h 
75 Ht4'-7;P*Ptf7x^;i/*;i/^>R*fflViT, ^JI^J6©2)tR«l 

'H-NMR (DMS0-d e ) 6:1.76 (4H, m), 2.61 (4H, m), 3.94 (2H, s), 7.36 (2H, 
m), 7.59 (1H, d, J = 8. 4 Hz), 7.87 (4H, n), 7.99-8.14 (4H, m), 8.30 (1H, 
20 d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 426. 1 [M+H]* 

: 190-193"C (m&imm : ^WLX.^)V-i?<1V'7u\Z)VJL-T)V) 

4' p p-N-[2-(i-tfp u s^/m^/w-mv u-jw fi.i'-^z-' 
25 ;h-4-*j^^5 f 



WO 01/82925 



PCT/JPOl/03614 



109 




mmm 7 <D N-[2-(i-t?a L) $?rJM^;W-6-*y UnjW h 

75 b*<h4'-#ODk*7x~;l/#;i/#>^£ffl^T> 5feJfi0l6 02)fcEI«l© 

5 'H-NMR (DMSO-dj) 6: 1.77 (4H, m), 2.65 (4H, m), 3.98 (2H, s), 7.59 (3H, 
m), 7.59 (1H, d, J = 8. 4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 (1H, d, ;J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 442.1 Dtf+H] + 

gt& : 200-202"C m&imM : WHx^-^-f V^D tf;H~ r;» 

10 

4* -7;^a-N-[2-(i-t!^u u-jw [i, r-^x 




1 ) ##0>J 5 T#fc N- [2- ( t F P * 3/;WW -6-* -/ U ~JW 7ir h 7 S 

N-[2-a-tr^u s^-;w^?;w-6-+/ u~;W7-fe h75 F£fi&$*tL 

'H-NMR (CDC1 3 ) 6: 1.47 (2H, m), 1.64 (4H, i), 2.25 (3H, s), 2.55 (4H, 
m), 3.83 (2H, s), 7.55 (1H, dd, J = 2. 4, 9.0 Hz), 7.60 (1H, s), 7.67 (1H, 
20 d, J = 8.4 Hz), 7.98 (1H, d, J =9.0 Hz), 8.08 (1H, d, J = 8.4 Hz), 8.30 
(1H, d, J = 2.4 Hz). 

2) fulEl) T#fcN-[2-(l-t!^U^XJM^W-6-^/'Jx;W7irh 
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'H-NMR (DMS0-d 6 ) 6: 1.44 (2H, m), 1.56 (4H, ■),. 2. 50 (4H, m), 3.77 (2H, 
s), 7.35 (2H, m), 7.60 (1H, d, J = 8.7 Hz), 7.81-8.14 (8H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 440.2 [M+H] + 
5 HOI : 202-204-C : WtX^-^y^DK^X-^) 

Ml 0 

4' -2 a d-n- [2- (l- tf ^ U v*n;M -6-* / u - )V\ [l , l ' - tf 7 xx 




10 llj^l 9 © 1 ) N- [2- (1 - If ^ U y^JM 3\> W -6-* 7 U x; W Tir h 

'H-NMR (DMS0-d 6 ) 5: 1.47 (2H, m), 1.61 (4H, m), 2.50 (4H, m), 3.33 (2H, 
s), 7.61 (3H, m), 7.81-7.90 (4H, m), 7.98-8.15 (4H, m), 8.34 (1H, d, J 
15 = 8.4 Hz), 8.57 (1H, s), 10.65 (1H, s). 
FAB(pos) : 456.1 [M+H]* 

m& : 211-213^ (mmmm ifii^-^y^oan-r;w 
mmm 1 1 

4' -9 d a-N-[2-(4- ; e;i/^Ux;M^;w-6-^/ u x;w [1, l' -tf 7xx 
20 ;W-BJH^5 F 




1 ) mm*} 5 Tr#fc N-C2- (h H n+S^SVM-Mr,/ U x;W 7± h75 

h t if ^ u *?>&m ^t, mmm 6 © 1 ) t ^«©&fis&fir 5 c 1 t «t 0 , 

n- [2- a-* ;h|n u x;m W -6-* / u x;w 7 -fe F 7 5 H t bxn 
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'H-NMR (CDCI3) 6 : 2.25 (3H, s), 2.55 (4H, t, J = 4.5 Hz), 3.75 (4H, t, 
J = 4.5 Hz), 3.81 (2H, s), 7.42 (1H, br), 7.51 (1H, dd, J = 2.4, 9.0 Hz), 
7.60 (1H, d, J = 8.4 Hz), 8.01 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J =8.4 
5 Hz), 8.32 (1H, d, J = 2.4 Hz). 

2 ) fiftflB 1 ) Tffcfc. N- [2- (4-*;i/# U ^)V) -6-* / U ~M 7"te h 

'H-NMR (DMSO-de) 5 : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
10 3.74 (2H, s), 7.59 (3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.88 (2H, d, J = 
8.4 Hz), 7.97 (1H, d, J = 9.0), 8.04 (1H, dd, J =9.0, 2.1Hz), 8.13 (2H, 
d, J = 8.4 Hz), 8.30 (1H, d, J = 8. 4 Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 
(1H, s). 

Ttmmm c„H„ciN 3 o 2 £bT 

15 ttJMt:C, 70.81; H, 5.28; N, 9.18. 
Ill : C, 70.66; H, 5.31; N, 8.90. 



N-[2-(4- ; t;^'J-;i/^^;i/)-6-^y V-M [1, r-tf7xn;W-4-*;i/ 
20 F 



mmm 1 1 ® 1 ra#fc n-[2-(«;u* u ~)v*7M-*-*j .u -;w r-t 

h75K*fflViT» H»6©2) £R»©«Wfc&fx'5i:fcfcJ:tK » 

25 'H-NMR (DMSO-de) 6 : 2.47 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.44 (1H, m), 7.53 (2H, m), 7.61 (1H, d, J = 8.4 Hz), 7.78 




M : 236-238t: (ISMM : V7u\Z)VJL-?)V) 
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(2H, d, J = 7.5), 7.88- (2H, d, J = 8.4 Hz), 7.97 (1H, d, J = 9.0 Hz), 
8.04 (1H, dd, J = 9.0, 2.1 Hz), 8.12 (1H, d, J = 8.4 Hz), 8.30 (1H, d, 
J = 8.4 Hz), 8.53 (1H, d, J = 2.1 Hz), 10.59 (1H, s). 
. TtMfttir®. C„H J5 N s 0 2 • 0. 5HjO t hX 
5 tl-JHt : C, 74.98; H, 6.06; N, 9.72. 
HfHB : C, 75.08; H, 6.07; N, 9.80. 
H£: 214-2151: 0»Aft£g : IttX^U-SMV^nl^X-^) 

mmm 1 3 

10 XJW-4-Ajl/^U-5 F 



15 'H-NMR (DMSO-de) 6 : 2. 45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.35 (2H, m), 7.61 (1H, d, J = 8. 4 Hz), 7.84 (4H, m), 7.96 
(1H, d, J = 9.0 Hz), 8.04 (1H, dd, J = 9.0, 2.4 Hz), 8.12 (2H, d, J = 
8.1 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.53 (1H, d, J = 2.4 Hz), 10.59. (1H, 
s). 

20 tE&MHI C„H 24 FN 3 0 2 tbT 

Sf-fftl : C, 73.45; H, 5.48; N, 9.52. 

gmfe : C, 73.37; H, 5.36; N, 9.52. 
Sift : 211-212*0 (ftAfc&K : W&xm,-*M V7u\Z)\,JL-t)V) 
£MM 1 4 



25 6-(4-^5 1 ;i'7xzi;w-N-[2-(4- ; E;^Un;i/^^>'W-6-^y Ux;W ~n 




N 



o 
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KOTO 



i 

H 



Me 



mum 1 1 <o l ) n- [2- (4-^;i/* U -6-+/ U -JW r-fe 

h75F£ffiV>T, £1601 6 ©2") tHfilOli^&ffaifclCfcD, &£fc 



• = 8.4 Hz), 8.01 (2H, m), 8.12 (3H, m), 8.31 (1H, d, J = 8.4 Hz), 8.42 
(1H, dd, I = 8.4, 2.4 Hz), 8.52 (1H, d, J = 2.4 Hz), 9.23 (1H, d, J = 
2.4 Hz), 10.72 (1H, s). 
10 ytmftm C 27 H„NA-0.5H 2 Oi:LT 
IHMt: C, 73.95 ; H, 5.98; N, 12. 78. 
*»«:C,73.92; H,5.92; N, 13.01. 

214-216'C : l»X^-5?-f y^PK^i-T 1 ^) 

1 5 

is n-[2-[(s^^7s y ) *^/w-6-*y u~;w [1, r -if 7x=;w-4-* 

F 



6 © 1 ) N- [2-[(N, N 7 ^ ^;i/7 5 7)* -6-* / U -JW 
7-feh7SFitf7xn;l/j!j;^>K&ffl^T, H»6©2) £E«I©& 
20 ^tf5Jii(c:<J;D, «»^lfil»*ttT#fc. 

'H-NMR (DMSO-de) 6 : 2.23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, J = 7.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8.1 Hz), 8.29 (1H, d, J = 
8.4 Hz), 8.53 (1H, d, J = 2. 1 Hz), 10.59 (1H, s). 



5 'H-NMR (DMSO-dj) 6 : 2.39 (3H, s), 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, 
t, J = 4.5 Hz), 3.75 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.62 (1H, d, J 
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7niMt- C 25 H 23 N 3 0£LT 
fHMt:C, 78.71; H, 6.08; N, 11.02. 
Ill : C, 78.44; H, 6.07; N, 11.01. 

5 mmm 1 6 

N- [2- [ 9MP7 5 / ) * ?M -6-* y U x;W -4' -7 Jl/* D [1 , 1 ' - tf 7 



£%H 6 © 1 ) N- [2- [ (N, N- 9MU7 5 7)* W -6-* J U x;W 

10 7-feb75 F«h4'-7;i/^PH7xn;i/*;i/^>m^ffl^T, «f!l6©2) 

'H-NMR (DMSO-dj) 5 : 2. 23 (6H, s), 3.67 (2H, s), 7.35 (2H, m), 7.58 (1H, 
d. J = 8.4 Hz), 7.84 (4H, m), 7.96 (1H, d, J = 9.0 Hz), 8.04 (1H, dd, 
J = 9.0, 2.3 Hz), 8.12 (2H, d, J = 8.4 Hz), 8.28 (1H, d, J = 8.7 Hz), 
15 8. 52 (1H, d, J = 2.3 Hz), 10.58 (1H, s). 
7C##*Mt C 25 H„FN 3 0 <h 
ftJMt : C, 75.17; H, 5.55; N, 10.52. 
H&ffi : C, 74.89; H, 5.60; N, 10.52. 
flljft : 205-208^ (M&imm : »fihy^ V 7°D kTJl/X-xJU) 
20 HJt«17 

N- [2- [(^3^7 5 /)*9MW-6-*7 U^W-6-(4-^^7x-JW- 
3^>75 H 



6 <D 1 ) T#£ N- [2- [ (N, N-77 ^7 5 J ) ^ JW -6-+ 7 U x;W 




N 



Me 
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'H-NMR (DMSO-de) 5 : 2. 23 (6H, s), 2.39 (3H, s), 3.67 (2H, s), 7.36 (2H, 
d, J = 8.1 Hz), 7.59 (1H, d, J = 8. 4 Hz), 8.02 (2H, m), 8.12 (3H, .m), 
5 8.30 (1H, d, J = 8.7 Hz), 8.42 (1H, dd, I = 8.4, 2.4 Hz), 8.51 (1H, s), 
9.22 (1H, d, J = 2.4 Hz), 10.72 (1H, s). 

ymmm c 25 h J4 n 4 o <h ut 

§HMI : C, 75. 73; H, 6.10; N, 14.13. 
mgkU : C, 7.5.44; H, 6.19; N, 14.12. 
10 fibft: 220-222-C (ftftJMbgg : MX^-iM V^P \Z)VX-J-)V) 

4' -f? P P-N-[2-[(2, pWW-6-*/ U - 

;w [i, r-tf7x-;w-4-#;w#*u-5 h 



15 1) ##fy5TWcN-[2-(t:HP^^^^Jl/)-6-^y U-;WT-kh75 
F<hfc^U>>>£JBV>T, » 6 (D 1 ) t^ioi^^lra oifcj; 0 , 
N- [2- [ (2, 5->>* 9-Ar-l- tr p U * 5 1 ; W -6-* / u x;w 7"fe H75 H 

'H-NMR (CDClj) 5 : 0.99 (6H, d, 6.0 Hz), 1.86 (4H, m), 2.24 (3H, s), 2.72 
20 (2H, m), 3.98 (2H, s), 7.53 (1H, dd, J = 2. 2, 9.0 Hz), 7.69 (1H, d, J 
= 8.4 Hz), 7.80 (1H, br), 7.97 (1H, d, J = 9.0 Hz), 8.03 (1H, d, J = 8.4 
Hz), 8.29 (1H, s). 

2) lulBl) T#fcN-[2-[(2,5-^y^-l-tfPU^;W^^;W-6- 

FAB(pos) : 470.2[M+H] + 



Me 
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MMffl 1 9 

n-[2-[(2, 5-^^^;M-tfD u i?-)V)*?)V]-6-*y u^;w-4'-7;i/Pt- 



Me 




5 MMW 1 8 <D 1 ) T?Wc N- [2- [(2, 5-^^ t? D U ^ -6- 

FAB(pos) : 454.2[M+H] + 
M#I2 0 

10 N-[2-[(2, %-J^)V-\-\dU^iP-)V)^)V]-^/ V=LM [1, r-h'7 



Me 




mmw l 8 © N-C2-CC2, s-v^^-i-fcfPU 5>=jW )WM-6- 

FAB(pos) : 436. 2CM+H3 4 

4-(4-^5 L ;P-l-t°^U ^-;P)-N-[2-(l-tfP U ^-JM^W-B-^y u - 
;W^>X75 H 



20 
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mmm 7<dd -vntc n- [2- (1- tf □ u 3*x;m -6-* y u 7-fe h • 

'H-NMR (DMSO-d^ 6 : 0.98 (3H, d, J = 6.4 Hz), 1.33 (2H, m), 1.59 (1H, 
5 m), 1.74 (2H, m), 1.80- (4H, m), 2.62 (4H, m), 2.86 (2H, m), 3.85 (2H, 
m), 3.94 (2H, s), 6.95 (2H, d, J = 9.0 Hz), 7.57 (1H, d, J = 8.7 Hz), 
7.65 (1H, dd, J = 2.4, 8. 7 Hz), 7.81 (2H, d, J = 9.0 Hz), 7.90 (1H, br), 
8.05 (1H, d, J = 8.7 Hz), 8.10 (1H, d, J = 8.7 Hz), 8.45 (1H, d, J = 2.4 
Hz). 

10 FAB(pos) : 429. 3[M+H] + 

HA : 200-202*0 (ftafc&tf : l»X^-S?-f Vfu tf^X—rJW 

mmm2 2 

4- V -1- tf ^ U ?-)V) -N- [2- (1- M U »J -6-+ / U - 



&%09 7 © 1 ra#fc N-[2-d-tf o u s^jM^WHr*; u~;w 7-t h 

'H-NMR (DMSO-dj) <5 : 1.84 (4H, m), 1.98 (4H, m), 2.62 (6H, m), 3.70 (2H, 
20 m), 3.94 (2H, s), 7.38 (2H, d, J =. 8.4 Hz), 7.59 (1H, d, J = 8.4 Hz), 
7.68 (1H, dd, J = 2.3, 9.0 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.06 (1H, d, 
J = 9.0 Hz), 8.11 (1H, d, J = 8.4 Hz), 8.30 (1H, br), 8.45 (1H, d, J = 
2.3 Hz). 

FAB(pos) : 429.2[M+H] t 
25 MM : 210-2120 «Sgfl*«:|«X^-^ V^DWPX— t)V) 
3*06012 3 

4' -fj □ D-N-[2-[[(2R, 6S)-2, 6-v^^JWl-tf ;WM-6-* 




15 
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J Un;W [1, l'-h*7x-JW-4-AM^D-5 K 

Me 




CI 



8 *C#&n& 4' P P-N-[2-(£ U n 

Mtl.r-k^i-JW-^M'WSF (100 mg, 0.246 mmol), (2R.6S)- 
5 2,6-v^5 L ;Hf^Ux>(0.331 ml, 2.46 mmol) U £A(67. 9 mg, 

0.491 mmoDtD^^^WWATS K0.5 ml) 80tn?3ISIlfl&#L 

-;i/<h-ryyptf;i/x-r;i/-riis«^LT^b^ (65mg) 

T#&„ 

10 'H-NMR (DMSO-de) 5 : 1.01 (6H, d, J = 6.0 Hz), 1.29 (2H, m), 1.61 (4H, 
m), 2.52 (2H, m), 3.96 (2H, s), 7.59 (2H, d, J = 8.4 Hz), 7.75 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 8.53 (1H, 
s), 10.61 (1H, s). 

15 FAB(pos) : 484 [M+H]* 
%Wfa 2 4 

4' P P -N- [2- [ (4-* ^)V-\ - 1!^ ^ *J-)V) * ?M -6-* /'J- 
M [l, 1 ' - tf 7 x -4-* Jltftt s. K 



20 ##f!l8"e#Stlfc4'-^PP-N-[2-(^PP^5 1 ;W-6-4 1 / U- 

M [1, 1 ' -If 7 x - JW -4-;& »^J2 3 t^oawp 

'H-NMR (DMS0-d 6 ) 5 : 2. 16 (3H, s), 2. 35-2.50 (8H, m), 3.73 (2H, s), 7.58 




N 
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(3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.96 (1H, 
d, I = 9.0 Hz), 8.04 (1H, m), 8.13 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J 
= 8.7 Hz), 8.53 (1H, s), 10.61 (1H, s). 
FAB(pos) : 471. 2CM+H] 4 
5 fi£: 215'C (ftM) (®&imm:mWl^)V-*MV'?uWX-T 

4' D D-N-[2-[(2-^5 1 ^-4, 5-^h KP-1H--T %M-)V-\-4M 

;w-6-^y U-;W [i, r-tf7x~;w-4-*;i/^ii-5 h* 



###| 8 T1# 6 tlfc 4 ' P n -N- [2- ( £ P P * 5 1 J W -6-^ / U - 

'H-NMR.CDMSO-dj) 6 : 1.97 (3H, s), 3.21 (2H, t, J = 9.0 Hz), 3.52 (2H, 
15 t, J = 9.0 Hz), 4.56 (2H, s), 7.46 (1H, d, J = 8.4 Hz), 7.58 (2H, d, J 
= 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8. 4 Hz), 7.97 (1H, 
d, J = 9.0 Hz), 8.07 OH, dd, J = 9.0, 2.1Hz), 8.13 (2H, d, J = 8.4 Hz), 
8.34 (1H, d, J = 8.4 Hz), 8.56 (1H, d, J = 2.1 Hz), 10.63 (1H, s). 
FAB(pos) : 455[M+H] + 
20 mMM2 6 

4' p p-N- [2- (1 , 3-^7 »/U 3> >-3-f )V* =?)V) -6-* J U =-M [1,1'- 



Me 



10 
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8 T# 6 flit 4' p d-N- [2- n P * 3\>P) -6-*/ U - 
M [l,r-t'7i njtf -4-# Jl^*** 5 K£JflV>T, «#!2 3 t^ttOlftfp 

'H-NMR (DMS0-d 6 ) <5 : 2.94 (2H, t, J = 6.0 Hz), 3. 12 (2H, t, J = 6.0 Hz), 
5 3. 78 (2H, s), 4.09 (2H, s), 7.58 (2H, d, J = 8. 6 Hz), 7.70 (1H, d, J = 
8.0 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 (2H, 
m), 8.14 (2H, d, J = 8. 6 Hz), 8.34 (1H, d, J = 8.8 Hz), 8.56 (1H, s), 
10.63 (1H, s). 
FAB(pos) : 460 ftl+H]* 

10 mmm2 7 

4' -2 P P-N- [2- [ (2, 2, 6, 6-t- h V * 3MU-1- tf^ U V-M * ?M -6-* 
J 'Jn;W Cl, r-t'7i-JW-4-*^W$ H 




##03 8 T# *>ntc 4' P P-N-[2-(£ P P ^ ?-)V) u - 

i5 m [l, i*-tr7x=;w-4-*;p#*-u-5 H*fflv>T;*«iW2 3 tmuvmft 

'H-NMR (DMSO-dj) <5 : 1.02 (12H, s), 1.56 (6H, i), 4.01 (2H, s), 7.59 (2H, 
d, J = 8.4 Hz), 7.90 (6H, m), 7.99 (1H, m), 8.13 (2H, d, J = 8.0 Hz), 
8.27 (1H, d, J = 8.8 Hz), 8.51 (1H, s), 10.59 (1H, s). 
20 FAB(pos) : 512 [M+H] 4 
nMM2 8 

4'^DD-N- [2- [.[4- (2- h° U 5?-M -1-lW * -6-+ J 'J 

-M [l. i'-lf7xn;W-4-*;^4lf$ K 
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. ###| 8 -T?#£>tlfc 4' -V P P-N- [2-(£ P U^)V) -6-*/ 'J - 
M [1, l'-b^x-JW-^M+tS F^ffl^T, m&M2 3 

5 'H-NMR (DMSO-de) 6 : 2.36 (4H, m), 3.31 (4H, m), 3.60 <2H, s), 6.43 (1H, 
m), 6.61 OH, d, J = 8.8 Hz), 7.32-7.48 (4H, m), 7.60-7.71 (4H, m), 
7. 75-7.95 (5H, m), 8.11 (1H, d, J = 8.4 Hz), 8.36 (1H, s), 10.42 (1H, 
s). 

FAB(pos) : 534[M+H] + 

io mmm2 9 

4* P P-N-[2-[[4-(2-*^l/7x-JW-l-tMU 5?=;W jWMHM 1 




##0>l 8 Tft Stlfc 4'-£PP-N- [2- (^0D^ -6-=^ 7 U ~ 

is ;v][i,r-tf7x^;w-4-*;i/^+i-5 K&fflwt\ *jfi<f!2 3tR«<oii^ 

'H-NMR (DMSO-de) a : 1.71 (4H, m), 2.23 (3H, m), 2.31 (3H, s), 2.97 (2H, 
m), 3.80 (2H, s), 7.08-7.24 (4H, m), 7.59 (2H, d, J =8. 4 Hz), 7.67 (1H, 
d, J = 8. 8 Hz), 7.83 (2H. d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.03 
20 (2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.32 (1H, d, J = 8.4 Hz), 8.55 (1H, 
s), 10.63 (1H, s). 
FAB(pos) : 546CM+H] 4 
0 

4' D P-N- [2- [ [4- (3-^ x.-) V) -1 - Vf^ U it-M * ?M -6-* 
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J u=;w [i, r-i? 7xn;w-4-*ju#^u-s h* 




'H-NMR (DMSO-dj) <5 : 1.71 (4H, m), 2.20 (3H, m), 2.27 (3H, s), 2.97 (2H, 
m), 3.57 (2H, s), 7.06 (4H, m), 7.59 (3H, m), 7.82 (4H, m), 8.02 (2H, 
m), 8.12 (2H, d, J = 8.4Hz), 8.35 (1H, m), 8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 546DH+H] 4 

io mmm 3 1 

4'^nn-N- [2- [ [4- (4-y x - M -l-tr^U W / -6-+ 

y u~;w [i. r-tf7xn;w-4-*;p^u-5 h 




###1 8 T# 6. n/c 4" -fp U D-N- [2- O D y ?JW -6-+ y U ~ 

15 ;n [i, i'-H7x-;W-4-*j^4t$ HSfflViT, 2 3 tmmmft 

'H-NMR (DMSO-dj) 5 : 1.71 (4H, m), 2.20 (3H, m), 2.26 (3H, s), 2.96 (2H, 
m), 3.78 (2H, s), 7.12 (4H, m), 7.61 (3H, n), 7.83 (2H, d, J = 8. 6 Hz), 
7.90 (2H, d, J = 8.6 Hz), 8.03 (2H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 
20 (1H, d, J = 8.4 Hz), 8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 546[M+HT 
mMM3 2 

u D-N-[2-[(2-7i-;H, 5-^k KD-1HH" ^?V~)V-\--( )V) * 
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$%M 8 T# €> tlfz 4* -if P P-N- [2- P P * -6-^7 Un 

5 'H-NMR (DMSO-dj) <5 : 3.46 (2H, in), 3.82 (2H, m), 4.51 (2H, s), 7.48 (3H, 

m), 7.61 (4H, s), 7.79-8.16 (9H, m), 8.36 (1H, d, J = 8. 8 Hz) , 8.58 (1H, 
d, J = 1.8 Hz), 10.65 (1H, s). 
FAB(pos) : 517CM+H3 + 
HJS^J3 3 

.0 4'-£ PP-N-[2-(3,4-vkHP-l(2H)-*>' U^ioWWHMV U~ 
)V] [1, l*-br7xnjW-4-*Jl/#^5 H 




##0S 8 T# £ life 4* P P-N- [2- P P ;< J-M -6-* y»J - 

'H-NMR (DMS0-d 6 ) 6 : 2.00 (2H, m), 2.79 (2H, n), 3.55 (2H, m), 4.70 (2H, 
s), 6.47 (2H, m), 6.82-6.94 (2H, m), 7.38 (1H, d, J = 8.4 Hz), 7.58 (2H, 
d, J = 8.4 Hz), 7.83 (2H, d, I = 8.4 Hz), 7.89 (2H, d, I = 8.4 Hz), 8.01 
(2H, m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 8.55 (1H, 
20 d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 504CM+HT 



WO 01/82925 



124 



PCT/JP01/03614 



mmm3 4 

4* -i7 U P-N- [2- (3, 4-5* h F n-2 (1HW y U ?)V) -6-^ / u 
n;W [i, i'-tf7x-;W-4-^;i/^-9-5 F 




5 #^j8-c#e.nfe4'-^pa-N-[2-(^pp^^)-6-^y u~ 

'H-NMR (DMSO-d^ 6 : 2. 77-2. 83 (4H, m), 3.64 (2H, s), 3.93 (2H, s), 
7.03-7.11 (4H, m), 7.57 (2H, d, J = 8.8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
10 7.82 (2H, d, I = 8.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 8.12 
(2H, d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.54 (1H, s), 10.62 (1H, 
s). 

FAB(pos) : 504[M+H] + 

mmm 3 5 

15 4' p p-N-[2-(2, 3-^h F P-1H--T > F-;U-W )V*^)V)-l-*J »J 
-M [1, l'-H7x-;W-4-^«^5 F 




8t#^tlfc4'-^D P-N-[2-(£ P P *3Ml/)-6-*/ U - 

• ;w [1, i'-t*7x-;w-4-#;i^i^ F^fflViT, ipj2 3 tmmvmtt 

'H-NMR (DMSO-de) 5 : 2. 96 (2H, m), 3.43 (2H, m), 4.53 (2H, s), 6.61 (2H, 
m), 6.95-7.09 (2H, m), 7.57 (3H, m), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, 
d, J = 8.8 Hz), 8.02 (2H, m), 8.13 (2H, d, J = 8.4 Hz), 8.32 (lH, d, J 
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= 8.8 Hz), 8.55 (1H, d, I = 2.2 Hz), 10.63 (1H, s). . 
FAB(pos) : 490[M+H] + 

mm 3 6 

4 » p-N-[2-(lH--r S^Z-H-f^^J-H 1 / U-;W [1,1'- 
5 tf7x-;W-4-*;U^W5 H 




##011 8 "C&ZWtA' D 0-N-[2- P P J* 9^1/) -6-* / U - 

10 'H-NMR (DMSO-ds) 6 : 5.49 (2H, s), 6.96 (1H, s), 7.28 (2H, m), 7.58 (3H, 
m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.12 (2H, d, J = 8.6 Hz), 8.35 (1H, d, J = 8.4 Hz), 8.57 (1H, d, I = 2.2 
Hz), 10.65 (1H, s). 
FAB(pos) : 439[M+H] + 

15 mmm3 7 

4' -p a D-N- [2- [ (4-7 x n;u-l- t°^s y V-M * ?)V] -6-+ / »J - 

M [i, r -£7x-;w-4-;fr H 




##011 8 T# 6 nfc 4' □ o -N- [2- (>7 P P * -6-* / U - 

20 ;W [l, i'-tf7xz:;W-4-*;u^^ gifim 3£EM*©tWt* 

'H-NMR (DMSO-dj) 6 : 2.62 (4H, m), 3.17 (4H, m), 3.82 (2H, s), 6.78 (1H, 
m), 6.93 (2H, d, J = 7.8 Hz), 7.20 (2H, m), 7.58 (2H, d, J = 8.8 Hz), 
7.69 (1H, d, J = 8.8 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.6 
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Hz), 8.01 (2H, m), 8.14 (2H, d, J = 8.6 Hz), 8.32 (1H, d, J = 8.6 Hz), 
8.56 (1H, d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 533 [M+H]* 
MMM 3 8 

5 4- (4- 7MD7x n;i/) -N- [2- (1 - fc° □ 'J ^)V) -6-* J U - 

l-tf^U v^V^^WS H 




9 X-mtc 2-(l-tf o U ?~Ar*2-M-6-*S U > (500 mg, 
2.2 nmoOtlf U> > > (0.356 ml, 4.4 mol)(D^hy\i HU7^>^ (11 
10 ml){C, 3JC»T» 4-nhP7x-;^PO/jN;i/^-h (488 mg, 2.42 mnol)£ 

in&fc. 3 o a-rasm Bom&mmh. mm\zp^)ix)it^y b* 

(11 ml) &mfc.^lT, J*#tfc*«S 4-(4-7Mn7i-JW ^'Jy> 
(569 mg, 2. 64 mmol) , 4 b U £ (0. 66 ml) £in 

15 BS#;<£7;P5^*^^nTh^7 7^- MM ; Sli?JW fc«fc 
Dtt«U ffifc^fr-^vyuVfrJL-Tfrft^mft&fy (612 mg) 

'H-NMR (DMSO-dg) 6 1.57 (2H, m), 1.64 (4H, m), 1.82 (2H, m), 2.50 (4H, 
m), 2.79 (1H, m), 2.92 (2H, m), 3.81 (2H, s), 4.34 (2H, m), 7.12 (2H, 
20 m), 7.31 (2H, m), 7.51 (1H, d, J = 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.83 (1H, s). 
FAB(pos) : 433. 2 [M+H] + 

MM : 206-207t: (ffijlfc&ft : IffllX^-^-f V7°D tf^X-x^) 

mmmz 9 

25 4-7xx;i/-N-[2-(i-k°pU> J x;i,^^)-6-+y U=;W-I-IMU v> 
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fro 

5 'H-NMR (DMSO-dj) 5 : 1.59-1.85 (8H, m), 2.50 (4H, m), 2.73 (1H, m), 2.89 
(2H, m), 3.81 (2H, s), 4.33 (2H, id), 7.20-7.34 (5H, m), 7.51 (1H, d, J 
= 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, d, J = 8.4 Hz), 
8.83 (1H, s). 
FAB(pos) : 415. 3EM+H]* 
10 187-189'C : BRx^P-SM V7u\Z)\,X-t-)V) 

4-(4-^ □ D7x.n;w-N-[2-(i-tfD u *j-)VU-)V)-s-*; llx;W-i- 




'H-NMR CDMS0-d 5 ) 5 1.58 (2H, m), 1.72 (4H, m), 1.80 (2H, m), 2.50 (4H, 
m), 2.79 (1H, m), 2.92 (2H, m), 3.82 (2H, s), 4.33 (2H, m), 7.34 (4H, 
20 m), 7.51 (1H, d, J = 8.4Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, 
d, J = 8.4 Hz), 8.85 (1H, s). 
FAB(pos) : 449.2[M+HT 

205^ mm aeftftftiiEriMx^-^y^Dtr^i-T 1 
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mmm4 1 



5 ##^J9T#fe2-(i-t!DU^n;M^;i/)-6-^y Ur:j],75>£/BV>T\ 

tZo 

'H-NMR (DMS0-d 6 ) 5 : 1.55 (2H, m), 1.72 (4H, m), 1.78 (2H, m), 2.27 (3H-, 
s), 2.50 (4H, m), 2.72 (1H, m), 2.91 (2H, m), 3.81 (2H, s), 4.32 (2H, 
10 m), 7.13 (4H, m), 7.51 (1H, d, J = 8.4Hz), 7.82 (2H, s-like), 8.08 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.84 (1H, s). 
FAB(pos) : 429. 3[M+H] + 

MA: 214-216*0 ($£M,im& : IWX^-S^-f y^DK^X-5r^) 

15 6-(4-pt h*>-7xx;u)-N-[2-(i-t!P u ^-;M5\>W-6-4V y x;W - 



7 © 1 ) T»& N- [2- (1- tf D U *>-)],.* <?)V) -6-* 7 U -)V\ T± h 

TSFsjavvr, »^>J6©2) tmm<Dmft*ftDZ.£\z&r), i%mik& 

20 i§ife^tlt#fc. 

'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (5H, s-like), 7.10 

(2H, d, J = 9.0 Hz), 7.59 (1H, d, J = 8.7 Hz), 7.98 (2H, m), 8.11 (1H, 

d, J = 8.4 Hz), 8.18 (2H, d, J =8. 7 Hz), 8.29 (1H, d, J = 9.0 Hz), 8.40 
(1H, d, J = 8.4 Hz), 8.51 (1H, s), 9.20 (1H, s), 10.71 (1H, s). 





N 
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FAB(pos) : 439. 2CM+H] + 
M 

5 N-[2-(i-tfau^x;M5r)W-6-3v U-JW [i,i'-if7xx;n-4-*;i/ 




TSF^fflWr, M0J6OD2) tTO©^2:ff 3 £ tfc«t 0, 3«lft;£ 

10 m^mm^tvxnrc. 

'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.50 (4H, 
m), 7.78 (2H, d, J = 8.1 Hz), 7.88 (2H, d, J = 8. 1 Hz), 8.02 (2H, m), 
8.12 (2H, d, J = 8.1 Hz), 8.28 (1H, d, J = 8.7Hz), 8.53 (1H, d ? J = 2. 0 
Hz), 10.60 (1H, s). 
15 FAB(pos) : 408. 2 MT 

M£ : i8i-i83*c m^itmm mm^)v-^v^u tf;i/x—r;w 

6- (4- ^ D P y x =•) V) -N- [2- ( 1 - t? O ij V>~)V* ^)V) -6-* J U x;W X 3 

H 

mmm 7©d n- [2- a-if d u >>x;m s\>w -6-* y u x;w 7* f 

'H-NMR (DMS0-d 6 ) 5 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 
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m), 8.01 (2H, n), 8.28 (4H, m), 8.48 (2H, m), 9.25 (1H, d, I = 2.2 Hz), 
10.76 (1H, s). 
FAB(pos) : 443.2[M+H] + 

: 225-227T3 (lllbll : IHtX^-^-f V kf;H-xJ» 
5 ^860114 5 

6-(4-7;k*D 7x-;w-N-[2-(i-tTD u s^M^/W-MV u -;w - 



£2609 7 © i ) n-[2- (1-tfD u 5>n;M^;W-6-*>? y -;n r-b h 

'H-NMR (DMSO-dj) 5 : 1.73 (4H, i), 2.50 (4H, m), 3.86 (2H, s), 7.39 (2H, 
m), 7.60 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 8.19 (1H, d, J = 8.4 Hz), 
8.28 (3H, m), 8.45 (1H, dd, J = 8.4, 2.1 Hz), 8.51 (1H, d, J = 1.7 Hz), 
15 9.24 (1H, d, J = 2.0 Hz), 10.75 (1H, s). 
FAB(pos) : 427.2DJ+H? 

6- (4-* ?)\, 7 x - ) V) -N- [2- (1 - 1? □ U V-)V* ?)V) -6-+ J U -M - 3 
20 3=->7$ K 



HIS0»J 7 © l )T#fe N-[2-(i-tf □ U V~)V* >J -;W 7ir h 
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'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 2.39 (3H, s), 2.50 (4H, m), 3.86 (2H, 
s), 7.36 (2H, d, J = 8.1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.13 (3H, m), 8.29 (1H, d, J = 8.4 Hz), 8.42 (1H, dd, J = 8.4, 2.2 Hz), 
8.51 (1H, d, J = 2.0 Hz), 9.22 (1H, d, J =2.2 Hz), 10.73(1H, s). 
5 FAB(pos) : 423. 2[M+H] + 

M& : 207-209^ : W&X?)V- *M Vfu fcf^X-xJP) 

4' -i7u □-N-[2-[[4-(4-7;i/^a^>y-r;w-i-H^u v-Mtz-M- 

6-*/ U~;W [1, l'-lf7xr:iW-4-*;W?*-»J-5 H 




10 

8 an <b tire 4' u p-n- [2- □ p pww -6-* / u - 

'H-NMR (DMS0-d 6 ) 6 : 1.76 (4H, m), 2.28 (2H, m), 2.89 (2H, m), 3.40 (1H, 
15 m), 3.79 (2H, s), 7.37 (2H, m), 7.62 (3H, m), 7.83 (2H, d, J = 8.4 Hz), 
7.90 (2H, d, J = 8.4 Hz), 8.03-8.14 (6H, m), 8.31 (1H, d, J = 8.6 Hz), 
8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 578[M+H] + 

mmm4 8 

20 4' u p-n- [2- [ [4- (4-£ o p ^ > *M M -l - tf i U 9 J~)V\ * 3\>M -6- 
4V U-;W [l, r-£7xn;W-4~#;P#*ti-5 K 




##0»J 8 T# 6 ftfc 4' - £ P O -N- [2- D □ ^ -6-* 7 U - 

;w [i,r-t*7xzi;w-4-^;^^5 h&jbwt* M2 3W« 
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'H-NMR (DMSO-d 6 ) 6 : 1.77 (4H, a), 2.28 (2H, m), 2.90 (2H, i), 3.45 (1H, 
m), 3.79 (2H, s), 7.62 (5H, m), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, 
J = 8.4 Hz), 8.03 (4H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 (1H, d, J = 
5 8.4 Hz), 8.54 (1H, s), 10.63 (1H, s). 
FAB(pos) : 594 [M+H? 
4 9 

4'-^DD-N-[2-[(^^rnu /)^3S>w-6-*/ un;w [1, l'-t?7x 
-;W-4-#;i^-y-s p- 




##09 8 -vm s n& 4* □ d-n- [2- n p ^ -6-^ y u - 
;W [i, r-if7x-;W-4-^;^^5 F&m>T. 3 tiii|»0SMe 

'H-NMR (DMS0-d 6 ) 5 : 3.17 (3H, s), 4.80 (2H, s), 6.62 (1H, m), 6.76 (2H, 
15 d, J = 8.0 Hz), 7.15 (2H, i), 8.30 (1H, d, J = 8.8 Hz), 7.59 (2H, d, J 
= 8.4 Hz), 7.83 (2H, d, I = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 7.96 (2H, 
m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8. 6 Hz), 8.55 (1H, s), 
10.63 (1H, s). 
FAB(pos) : 478[M+H] + 

20 mm 5 0 

' 4'-# P P-N- [2- [ [3- (4-7 W P^ y^M )V) -1 - tM U z?~)V\ * ?M - 
6-*/ U ~M [1, r-tf7x-;W-4-*;^W5 K 
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8 T# £ Hfc 4' -7 a p -N- [2- (7 a a ;* ^) -6-4 1 7 U - 

;w [l, r-if 7x=;w-4-*jw?*u-3 H^ffl^r, w^j 2 3 

£fr 5 - £ J: D » »«3^IM*i LTt#fc. 
'H-NMR (DMS0-d 6 ) (5 : 1.39 (1H, s), 1.73 (3H, i), 2.23 (2H, m), 2.91 (2H, 
5 m), 3.63 (1H, m), 3.78 (2H, s), 7.31 (2H, m), 7.58 (3H, m), 7.86 (4H, 
m), 8.01 (4H, m), 8.13 (2H, d, J = 8.4 Hz), 8.25 (1H, d, I = 8.2 Hz), 
8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 578[M+H] + 

10 4'-^no-N-[2-[(4-7x-;Wl-tr^U^;W^^W-6-^/ U- 
)V\ [1, l' -tf7x-;W-4-^;i/^lJ-5 H 




##0»J 8 T?n<E>ntc 4' -7 P P-N- [2- (7 P a ;WW -6-^y U =■ 

15 £fr5££K:«fc?K Mfcfc«£fc£t&*i:bT#fc. 

' 'H-NMR (DMSO-ds) 5 : 1.74 (4H, m), 2.20 (2H,'m), 2.52 (1H, m), 2.97 (2H, 
m), 3.79 (2H, s), 7.27 (5H, m), 7.58 (2H, d, J = 8.4 Hz), 7.69 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.8 Hz), 8.31 (1H, d, J = 8.4 Hz), 8.54 (1H, 

20 d, J = 1.8 Hz), 10.62 (1H, s). 
FAB(pos) : 532 [M+H] + 

mum 5 2 

l-(4-7 pp7xn;W-N-[2-(l-t!P U ?~)\>*?M-S-*J U ~M-4- 
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•$mm 7 (D 1 )Tf#fc N-[2-(l-tfn U V-)V*^)V)-b-*; U-JW7t h 

5 'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 1.89 (4H, m), 2.50 (5H, m), 2.75 (2H, 
m), 3.76 (2H, m), 3.83 (2H, s), 6.99 (2H, d, J = 9.0 Hz), 7.24 (2H, d, 
J = 9.0 Hz), 7.55 (1H, d, J = 8.8 Hz), 7.77 (1H, dd, J = 8.8, 2.2 Hz), 
7.90 (1H, d, J = 8.8 Hz), 8.21 (1H, d, I = 8.8 Hz), 8.38 (1H, d, J = 2.2 
Hz), 10.26 (1H, s). 
10 FAB(pos) : 449[M+H] + 

: 204-206t: (t&Afc&tt : - *M VZfU tf;i>X-x;W 

MM® 5 3 

N-[2-[(2-^>>MM, 5-^t Kn-lH--f $^!/-^l-f^) *?M-1-*r 
J Ux;W-4'-^DD[i,r-if 7xx;W-4-*;p*W5 H 




8 TlfSftfc 4' -2 U 0-N-[2-(^ 'J- 

;P][l,i'-lf7xx;W-4-*;^^u-5 H*fflViT» 3 tPHH©Ji^ 

'H-NMR (DMS0-d 6 ) 5 : 3. 22 (2H, m), 3.60 (2H, m), 3.75 (2H, s), 4.51 (2H, 
20 s), 7. 17-7.. 33 (6H, m), 7.57 (2H, d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 
Hz), 7.88 (2H, d, J = 8.4 Hz), 7.99 (2H, m), 8.12 (2H, d, J = 8.4 Hz), 
8.25 (1H, d, J = 9.0 Hz), 8.53 (1H, s), 10.62 (1H, s). 
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FAB(pos) : 531DJ+H]* 
MUM 5 4 




' 1) #^J5T#fcN-[2-(kHa^rS>^^;0-6-^y U-;W7-feh75 

f t tf^u $»*bv>t, mmm 6 © i ) t^«i©*s^*ff -5 ^k^d, 

N-[2-(l-H^U^M^W-6-+/ U=;W7-fe b75 F&fcfc. 
'H-NMR (CDCI3) 5 : 1.38-1.70 (6H, m), 2.24 (3H, s), 2.38-2.53 (4H, m), 
10 3.76 (2H, s), 7.52 (1H, dd, J = 2.6, 9.2 Hz), 7.63 (1H, d, J = 8,4 Hz), 
7.67 (1H, br), 7.99 (1H, d, J = 9.2 Hz), 8.07 (1H, d, J = 8.4 Hz), 8.31 
(1H, d, J = 2.6 Hz). 

ir*<tt : C, 70.93; H, 7.53; N, 14.60. 
15 ill:C, 71.06; H, 7.37; N, 14.62. 

fift£ : 182-184*0 (HAflftN* : l»X^;p-n-^4*» 

2) tftffil) Tt#fcN-[2-(l-h!^U> ? ^;l'^5 1 JW-6-+yU^;W7-feh 
75 H (4.5g, nmol) tmmk (70 ml) £ HOtHM l$H«#l/fc. W 

> (3.4g) &tttt*tbT#fe. 

'H-NMR (CDClj) 6 : 1.37-1.68 (6H, m), 2.39-2. 55 (4H, m), 3.72 (2H, s), 
25 3.91 (2H, br), 6.89 (1H, d, J = 2. 6 Hz), 7.12 (1H, dd, J = 2.6 and 8.8 
Hz), 7.51 (1H, d, J = 8.4 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.87 (1H, d, 
J = 8.8 Hz). 
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3) Buf32)Tt#fc6-T5y-2-(l-^U^-JM^;W + y'J> (250 
ng, 1 mmolh k'7xZJWM>^ (220 mg, l.limol) bP*?-)V7£S 
t!U> ? > (150 mg, 1.2 Mol)&K,ti-i?*?)l>ft)Vl±75. H(8 ml)fc»#U 
fcfcT, WSC (230 mg, 1.2 mo 1) £J0tL 8l$lfflafc#bfc. R 

M7JHt*7A^P7h^77^- (IIM;Sf|l?;W fc<i:0 
*t«U IB&^SilgiBf'bU £gflj&«& (335 mg) fcjMl 86-1 88^ <DM&& 

'H-NMR (CDClj) 5 : 1.38-1. 76 (6H, m), 2.43-2. 56 (4H, m), 3.78 (2H, s), 
7. 38-7. 56 (3H, m), 7.59-7.81 (6H, m), 7.96-8.18 (5H, m), 8.49 (1H, d, 
J = 2.2 Hz). 

70*#*rtt C J8 H !7 N 3 0 • 0. 5HjO t VX 
mWW : C 78.11; H, 6.56; N, 9.76. 
Mtk&:C, 78.48; H, 6.31; K, 10.00. 
IM5 5 

4' ^;P-N- [2- (1 - tT^ U V~)V* ?)V) -6-* / U [1 , 1 ' - 1!7 x- 

;n-4-^;i/^^it5 H 

402)T»& 6-7^/-2-(l-tf^U^n;i/^^;W^7 'J>£ffl 
^T, ^Mf!l5 4©3) irattOSf^Sff'SCtKl.fcO, 

mmtvxmc 

'H-NMR (CDC 1 j) 6 : 1.38-1.70 (6H, m), 2. 39-2.56 (7H, m), 3.79 (2H, s), 
7.30 (2H, d, J = 7.6 Hz), 7:56 (2H, d, J = 7.6 Hz), 7.63-7.78 (4H, i), 
7. 95-8. 07 (5H, m), 8.49 (1H, d, I = 1.8 Hz). 
7Efit##HI C 29 H I9 N,0 • 0. 25H 2 0 t VX 
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ftJMft: C, 79.15; H, 6.76; N.9.55. 
Hlffi : C, 79.38; H, 6.88; N, 9.73. 
HA: 198-200*C (mfcgtt : BHx^W 

M ^_ 

N' 




Me-O' 

10 ffr*£bT'#fc. 

'H-NMR (CDClj) <5 : 1. 38-1.85 (6H, m), 2.41-2.56 (4B, m), 3.78 (2H, s), 
3.88 (3H, s), 7.02 (2H, d, J = 8. 8 Hz), 7. 54-7. 66 (6H, m), 7.93-8. 20 (5H, 
m), 8.49 (1H, d, J = 2.2 Hz). 

Ttmmm cmha • o. 25^0 1 lt 

15 tWffi: C. 76. 38; H, 6.52; N, 9.21. 
$IMft : C, 76.21; H, 6.38; N, 9.32. 

m& : i92-i94t: (®&<mm : #mx^) 

6-(Hnn7 xn;W -n- [2-0- tr^ U $>x;m 3^) -6-* / U x; W ~n 
20 5f>75 F 

N' 




cr 

♦ 
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'H-NMR (CDCQ 6 : 1.38-1.80 (6H, i), 2.38-2. 58 (4H, m), 3.78 (2H, s), 
7.48 (2H, d, J = 8.4 Hz), 7.62-7.75 (2H, m), 7.84 (1H, d, J = 8.0 Hz), 
7.96-8.18 (4H, m), 8.24 (1H, br), 8.31 (1H, dd, J = 2. 2, 8.4 Hz), 8.45 
(1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.4 Hz). 
5 7zmmfti& C !7 H 25 ClN 4 O-0.5H 2 O<hbT 

SHMt:C, 69. 59; H, 5.62; N, 12.02. 
£§Mt:C, 69. 33; H, 5.52; N, 12.08. 
6fc£: 215-218*C Uffl) WMt»m : ll«X^;W 
5 8 

10 6-(4-^^7 xn;W-N-[2-(l-tM U 9~)V*?)\>)-$-* j u -;W -n 




4<z)2)t#£ 6-r$y-2-(i-tf^ij u >&ffl 

15 i&ttlTffc. 

'H-NMR (CDC1,) 5 : 1.38-1.80 (6H, m), 2. 40-2. 56 (7H, in), 3.79 (2H, s), 
7.33 (2H, d, J = 8.4 Hz), 7.63-7. 74 (2H, m), 7.86 (1H, d, J = 8.0 Hz), 
7.93-8.19 (5H, i), 8.29 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, d, J = 2.2 
Hz), 9.19 (1H, d, J = 2.2 Hz). 

20 M£ : 206-207t: (ftM) mSMtim : IWx^JW 
FAB(pos) : 437[M+H] + 
Mt&M 5 9 

6- a y x x;» -N- [2- (l- tf< »J v -6-*y u x;W - 
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mmm 5402) 6-7 5 / -2- u- tMU v^m^w * / u > 

5 'H-NMR (CDC 1 3) 6 : 1.38-1.74 (6H, m), 2.42-2.56 (4H, in), 3.78 (2H, s), 
7.20 (2H, dd, J = 8.4 and 8.8 Hz), 7.63-7.76 (2H, i), 7.84 (1H, d, J = 
8.0 Hz), 8.02-8.18 (5H, m), 8.31 (1H, dd, I = 2.2, 8.4 Hz), 8.46 (1H, 
d, J = 2.2 Hz), 9.19 (lH,.d, J = 1.8 Hz). 
Ttmtttfm C„H 15 FN 4 0 '• 0. 25HjO t LX 

10 fUffe s C, 72.87; H, 5.78; N, 12.59. 
mikm: C, 72.91; H, 5.45; N, 12.75. 
M& : 209-210*0 ifrffi <ttM&m : Sl^iW 

mm 6 o 

6 _( 4 _^ h^ 7x -;w-N-[2-(i-tr^Ui?-;p^^;w-6-^y u-;W- 

15 35P>75 K 




^« 5 4© 2)T*#& 6-75 y-2-(l-tf^'J S^loWW*; U >£ffl 

20 'H-NMR (CDCI3) 6 : 1.38-1.71 (6H, m), 2:43-2.56 (4H, m), 3.80 (2H, s), 
3.90 (3H, s), 7.04 (2H, d, J = 9.0 Hz), 7.64-7.73 (2H, m), 7.83 (1H, d, 
J = 8.4 Hz), 8.00-8.18 (5H, m), 8.28 OH," dd. J = 2. 6, 8.4 Hz), 8.46 (1H, 
d, J = 2. 6 Hz), 9.17 (1H, d, J = 1.8 Hz). 

Ttmmm. c^o,- 0.2511,0 tux 



WO 01/82925 PCT/JPOl/03614 

140 

ffl-JMI : C, 73. 58; H, 6.28; N, 12.26. 
^$Mt:C, 73. 56; H, 6.16; N, 12. 24. 
MjH : 210-211*0 VM), WM: lttx^;M 

5 4;-^^-N-[2-(i-tfDU^;M^;w-6-+y u-;!,] [i, r-tf7x- 

° n jOCTO 

H 

7 © l ) t#£ N- [2- (i - tr p u ;m W -6-^ J u - J W 7-fe h 
75FfcJBV>T, *JSM6©2) fc^©^*^ 

10 LT#fc 0 

'H-NMR (DMS0-d 6 ) 5 1.73 (4H, m), 2.37 (3H, s), 2.50 (4H, n), 3.85 (2H, 
s), 7.33 (2H, d, J = 8.1 Hz), 7.58 (1H, d, J = 8.4 Hz), 7.68 (2H, d, J 
= 8. 1 Hz), 7.85 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.04 (1H, 
dd, J = 2.4, 9.0 Hz), 8.10 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 

15 8.52 (1H, d, J = 2.4 Hz). 
FAB(pos) 422. 3CM+H] 4 

M& : 192-193-C (HAfcft$ : H«X^-*>f Vfu tf^X-^lO 

4'-*h *->-N- [2- (i - tf a u v - ;m 5P; W -6-* j u x/M [i,i'-t 4 7x 
20 x;W-4-*;p#+u-$ H 




^Mfy 7 © l N-[2-(i-k° p U v-;M9MW-6-4V U x;W 7-fe h 
75 HSfflW, fWJ6©2) £TO©«£fr3££fc£^ mmfc£ 
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'H-NMR (DMSO-dj) 8 1.73 (4H, m), 2.50 (4H, n), 3.83 (3H, s), 3.85 (2H, 
s), 7.08 (2H, d, J = 8.7 Hz); 7.58 (1H, d, J = 8.4 Hz), 7.74 (2H, d, J 
= 8.7 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.03 (1H, 
dd, J =2.1, 9.0 Hz), 8.09 (2H, d, J =8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 
5 8. 52 (1H, d, J = 2. 1 Hz) . 
FAB(pos) 438. 301+HT 

: 197-199X3 : ilXfih^V^aWX-fJW 

MMM6 3 

4-<4-7 □ P 7 x-;W-N-[2-(l-tf ^ U ?-JU*9-M -6-^/ U -JW -1- 
10 tf^U>?>^;i/^^T5H 



CI 




I54C2) VMc 6-7 S J -2- (1- fc? U S^U* * 7 U > 

15 'H-NMR (CDCg 8 : 1.37-2.02 (10H, m), 2.38-2. 54 (4H, m), 2.63-2.84 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.20-4.36 (2H, m), 6.65 (1H, br), 
7.15 (2H, d, J = .8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 
2.2 and 9.2 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, m), 
7C5H#« C„H 31 C1N 4 0 • 1 . 5H 2 0 t LX 

20 ff-M: C, 66.18; H, 6.99; N, 11.43. 
£SMS : C, 66. 32; H, 6.75; N, 11.74. 
K£: 214-217 r (dec.) (^IM : IHf JW^If JH-rJW 
IW) 6 4 

4- (4-* <?)V7x. - ; W -N- [2- (1- U v>r:;M?MW -6-+ / U -JW -1- 
25 ^U^>*^#*^75H 
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mnw 5 4 <d 2 ) Tttfe 6-t $ / -2- (1- u 3vu>£/s 

5 'H-NMR (CDCI3) 6 : 1.40-2.02 (10H, a), 2.34 (3H, s), 2.47-2.83 (5H, m), 
2.95-3.15 (2H, m), 3.82 (2H, s), 4.20-4. 36 (2H, m), 6.7.0 (1H, br), 7.14 
(4H, br), 7.53 (1H, dd, J = 2.2 and 8.8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
7.93-8.10 (3H, i). 

TtmftVrm (yy^o -H 2 o<hLT 

10 ttJHtrC. 73.01; H, 7.88; N, 12.16. 
m&m: C, 72.68; H, 7.57; N, 12.20. 

204-205 "C (dec.) («M : IllfjWylf JH-f JW 
$mM6 5 

4-(4-7;^a7x-;w-N-C2-(i-tf^ijv?n;M^;p)-6-^y >j-;W- 

15 l-lMy5>>*/M?*->75 F 




gttftl 5402) 6-7 $ 7 -2- (1-tM'J 7)V) * ^ U >£ffl 

20 'H-NMR (CDC1 3 ) 5 : 1.36-2.02 (10H, m), 2. 37-2. 55 (4H, m), 2.63-2.85 (1H, 
Hi), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.10-4.36 (2H, 1), 6.66 (1H, br), 
7.01 (2H, dd, J = 8.4 and 8.8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, J 
= 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H, m). 
7Ciit#|fNI C„H 31 FN 4 0 • 0. 5H 2 0 t bX 
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ffMMt : C, 71.18; H, 7.08; N, 12.30. 

$Mfit:C, 71.13; H, 6.94; N, 12.52. 
MA: 203-204 V (dec.) : ftix^h^x^H- r;» 

H» 6 6 

4-(4-^ h^^^x^w-N-^-d-tf^u^-^^^w-e-^/ U-;W- 



^js#I5 4©2)T#fc 6-75/-2-a-t^v>>-;M3\>i')*/ u 

10 LT#fc, 

'H-NMR (CDClj) 5 : 1.37-2.02 (10H, m), 2.42-2.57 (4H, m), 2.60-2.80 (1H, 
m), 2.94-3.14 (2H, m), 3.78 (2H, s), 3.80 (3H, s), 4.19-4.36 (2H, m), 
6.66 (1H, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 7.50 
(1H, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, 



197-198 X: (dec.) (Mfcjgft : IfflH^lWH-f^) 

mmm 6 7 

2'-7;^n-N-[2-(i-t?^u^n;i/^5 L ;W-6-^y u-;w [1. l'-t^x- 



fys^j 5 4 © 2 ) ante 6-7 5 y -2- a- tf ^ u *;v>&m 

wc, M5 403) fcH»©iifP&ff5 2:tfcJ:0* SaHfe^ttSfcfi 
'H-NMR (CDCI3) (5 : 1.40-1. 77 (6H, m), 2. 47-2.65 (4H, m), 3.86 (2H, s), 




15 
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7.12-7.54 (4H, m), 7.63-7.78 (4H, m), 7.96-8.22 (5H, m), 8.48 (1H, d, 
J = 2.6 Hz). 

tt£: 163-164 "C WMMm : WLttM 
$mM6 8 

5 2%4'-^7;^P-N-[2-(l-h!^U^;M5 1 ;W'6-^/U^:;W[l,l'-E 




5 4 © 2)T#rc 6-75 /-2-a-tr^u s^ioww+y u >*m 

^T> «^J5 4©3) t^«©ftf^*ff3 2:tte«J;0, 3ESfl;£ft*fcft 
10 $*£LT#fco 

'H-NMR (CDC1 3 ) <5 : 1.40-1. 78 (6H, m), 2.50-2.67 (4H, m), 3.87 (2H, s), 

6.89-7.08 (2H, m), 7.38-7.54 (1H, m), 7.59-7. 80 (4H, m), 7.96-8. 23 (5H, 

i), 8.47 (1H, br). 

7nHt##f m C^HjjFjNjO • 0. 5H 2 0 t hX 
15 th^irC, 72.09; H, 5.62; N, 9.01. 

: C, 71.79; H, 5.59; N, 8.75. 

tt£ : 181-182 "C (m&4mm : 

6- (2, 4- ^7MD7x ~)V) -N- [2-(l-tf^U '7 - ;M 9S> W -6-* / U ~ 
20 JW -3^775 H 




5 4 © 2 ) 6-7 5 7 -2- (1- IM U ^-JM^W*/ U 
V>T, «#|5 4©3) i^«©aW^Sff3C:tt«J;0, 



WO 01/82925 



145 



PCT/JPOl/03614 



'H-NMR (CDClj) 6 : 1.41-1.77 (6H, m), 2.47-2.68 (4H, m), 3.86 (2H, s), 
6.88-7.13 (2H, m), 7.73 (2H, d, J = 8. 4 Hz), 7.90-8.00 (1H, b), 8.02-8.25 
(4H, m), 8.32 (1H, dd, J = 2.2 and 8.4 Hz), 8.46 (1H, d, J = 1.8 Hz), 
9.24 (1H, d. J = 1.8 Hz). 
5 Ttmftftm C 27 H 24 F 2 N 4 O-0.5H 2 O<hbT 

fUMt : C, 69.37; H, 5.39; N, 11.98. 
C, 69.14; H, 5.21; N, 12.04. 
: 182-183 V (^Iftgl : I1#X5MI/> 
7 0 

10 ' 2', 4'-?? P D-N-[2-(l-t^U i?~)V*?-)V)-§-*J U -)V\ [1, 1'-tf 7 
xZi;i/]-4-^;i/^'>T5H 



Me 




###1 1 3 T-mc N-[2-[(2, 2, 6, 6-t- hy i?~)V) *?- 

)V\ -6-^ j u -;w T-t h 7 $ h v>t, mmm 6 ® 2 ) t mmomftzn 

'H-NMR (CDCI3) 5 : 1.40-1. 76 (6H, m), 2.48-2. 63 (4H, m), 3.84 (2H, s), 

7.22-7.40 (2H, m), 7. 52-7.78 (5H, m), 7.96-8.19 (5H, m), 8.47 (1H, d, 
J = 2.2 Hz). 

itmftttm C 28 H 25 C1 2 N 3 0 • 0. 5H 2 0 t LT 
20 ft-M.'C, 67.34; H, 5.25; N, 8.41. 
^i:C, 67. 46; H, 5.20; N, 8.47. 

: 210-212 «C (dec.) : ffiMx?-)V) 

mmm7 1 

4'- 7)1* D-N-T2- [ (2, 2, 6, 6-fb7^ ^U-l-fc!^ U 5?n;W ^ -6- 
25 *7 U~;W [l, l'-b*7xn;i/]-4-^Jl/#^^75 K 
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Me 




##00 1 3 T#fc N-[2-[(2, 2, 6, 6-r hy*?)\r-l-\Z1V V~)V)^ 
;W-6-^/U-JW7"feh75 HSfflViT, «#I6©2) £E8©*fP*fT 

5 'H-NMR (CDC1 3 ) a : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.17 (2H, 
t, J = 8.8 Hz), 7. 56-7.76 (5H, m), 7.96-8.17 (6H, m), 8.46 (1H, d, J = 
2.6 Hz). 

'K£: 229-231 *C (dec.) : RSIx^W 

SfeKM7 2 

10 fi-(HDD7 xXJW -N- [2- [ (2, 2, 6, 6-x h 7 ^ ^Wl- tf^U y-JW * 



Me 




###1 1 3 T?fc&.N-[2-[(2, 2, 6, 6-x h7^WH-^U 5>x;M 
;W-6-*/Un;W7-teh75K£ffiVvr> n»6©2) tra»©J»^*ff 
15 5 ^t\Z.i^X). «IM$M*tLT#fc„ 

'H-NMR (CDClj) 6 : 1. 05 (12H, s), 1. 60 (6H, br), 4.10 (2H, s), 7.49 (2H, 
d, J = 8.8 Hz), 7.64-7.74 (1H, m), 7.81-7.90 (1H, m), 7.96-8.18 (6H, m), 
8.27-8.38 (1H, m), 8.44 (1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.8 Hz). 
7nSt#|fr« C^Cl^O • H,0 t UT 
20 ttJHI:C. 70.11; H, 6.64; N, 10.55. 
3fc»te:C, 70.16; H, 6.59; N, 10.62. 
: 258-259 V GBRft&jK : B»X3\>W 
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nmM7 3 

6- (4-* ^)Vy x ~;W -N- [2- [ (2, 2, 6, 6-x h 9 * -tf^U 5?~;W * 
3MI/)-6-*y U-;W-P^>7S H 



Me 




5 ##0U 3T#fcN-[2-[(2,2,6,6-xh^^5 1 ;M-fcf^Uv ? ^;W^^ 

'H-NMR (CDC 1 3) 6 : 1.05 (12H, s), 1.60 (6H, br), 2.44 (3H, s), 4.10 (2H, 
s), 7.33 (2H, d, I = 8.2 Hz), 7. 63-7. 74 (1H, m), 7.87 (1H, d, J = 8.4 
10 Hz), 7.94-8.16 (6H, m), 8. 25-8.35 (1H, m), 8.44 (1H, d, J = 2.6 Hz), 9.19 
(1H, d, J = 1.8 Hz). 
. Ttmmm C 32 H 36 N 4 0-H I 0tbT 

fUMt : C, 75. 26; H, 7.50; N, 10.97. 
gSMft : C, 74.98; H, 7.44; N, 11.07. 
15 : 246-247 «C (gSM : l»X^) 

nffiM7 4 

4- (4-£ P P 7injM -N- [2- [(2,2, 6, 6-jh7^ ^JH- U S J=M) * 



Me 




3T#/tN-[2-[(2,2,6,6-5 i h^^5 1 ;Wl-t!^U^-;W^5 1 
8 £l?0$^if££Ji&tT 5ii£k:J:D> »^li^««ttr#fc. 
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'H-NMR (CDCI3) 6 : 1.03 (12H, s), 1.46-2.01 (10H, n), 2. 63-2.84 (1H, m), 
2.95-3.15 (2H, m), 4.07 (2H, s), 4. 20-4. 37 (2H, 1), 6.62 (1H, br), 7.15 
(2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 2.6 and 
8.8 Hz), 7.81-8. 11 (4H, m). 
5 FAB(pos): 519 [MH] + 

TumftVrm C3 l H 39 ClN 4 0-0.5H 2 0<hL,T 

fh^M : C, 70.50; H, 7.63; N, 10. 61. 

Mlfcfe : C, 70.88; H, 7.79; N, 11.14. 
Bfe£: 203-204 °C GBilfcftJft .: Mx^jU-^X^X-^) 
10 ^MM 7 5 

4-(4-^^;P7xX;W-N-[2-[(2, 2, 6, 6-r h5;*r>-l-fc^US?x;»* 




1 3 N-[2-[(2, 2, 6, 6-r h^^WM-fcT^U ^x;» 
15 JW-6-^7 Ux;W7-feh75 H^fflV^T, ^Jfi«f||5 4©2) &=fctf*;5g0>J 3 

'H-NMR (CDCI3) 6 : 1.04 (12H, s), 1. 50-2.02 (10H, m), 2.34 (3H, s), 
2. 63-2.84 (1H, m), 2.94-3.13 (2H, a), 4.07 (2H, s), 4.20-4. 34 (2H, m), 
6.59 (1H, br), 7.14 (4H, s), 7.48 (1H, dd, J = 2. 2 and 9. 2 Hz), 7. 86-8. 09 
20 (4H, m). 

7C*^*f (B C 32 H 42 N 4 0 • 0. 5H 2 0 thX 
Ifll : C, 75. 70; H, 8.54; N, 11.04. 
: C, 75. 57; H, 8.30; N, 11.16. 
It* : 200-202 r GB&fc&iK : »SHf;h>?I^X-T;W 
25 H5I^J7 6 

N-C2-CC2, 2, 6, 6-r h y*?)l>-l-\Zm 3?- jp) *r;W-6-3V 'J X 
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M [l,l'-k'7x^]-4-*M+'>75 F 




1 3 T?ntz N-[2-[(2, 2, 6, 6-t"' h^^-l-fc^U 5?~;W 
;p]_ 6 _^y>j - ;W7-feh75 F£fflV>T, H2S0i|6©2) tTO©tftfP*fr. 

'H-liR (CDClj) 6 : 1.05 (12H, s), 1-60 (6H, br), 4.10 (2H, s), 7.40- 
7.56 (3H, m), 7. 60-7. 80 (6H, m), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.4 
Hz). 

MLft : 200-201 <C (m&{£®m : l»X^;W 
10 7 7 

4'-;WHH2-[(2, 2, 6, 6-r h 7 *3MW-6-* 
J [1. l'-h'7x-;W-4-jjJ^'>75 F 



Me 




1 3 T#7c N-[2-[(2, 2, 6, 6-7 1 H^jWM-fcWJ S^JW 
15 JW-MV U-;W7-feh75 F£fflWT, «0iJ6£>2) iRtt©^*fT 

'H-NMR (CDCI3) 6 : 1.04 (12H, s), 1.59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8.2 Hz), 7.63-7.77 (4H, 
m), 7.95-8.16 (5H, m), 8.46 (1H, d, J = 2. 6 Hz). 
20 TcmVim C^foO-Q.mfitVT 

ff^M : C, 79.16; H, 7.65; N, 8.39. 

£M : C 79.21; H, 7.66; N, 8.41. 
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: 242-243 "C (ttJM&IK : l»X?;W 
7 8 

4'-* h * $/-N- [2- [(U,6,5-fh7^ ^-l - tf ^ U ;* f-)V} -6- 

3V U=;W [l,l'-k*7x-;W-4-*;PxK^75 F 



Me 




'H-NMR (CDC1 3 ) 6 : 1.04 (12H, s), 1.59 (6H, br), 3.88 (3H, s), 4.10 (2H, 

10 s), 7.02 (2H, d, J = 8.8 Hz), 7. 55-7.76 (5H, m), 7.94-8.16 (6H, m), 8.46 
(1H, d, J = 2.6 Hz). 

210-211 -C «II:SHfJW 

4'-7;i/^-n-N-[2-[(->X-2, 6-^^^A-l-t!^U ¥~)l>) *^;i/|-6-3v 
15 [l, i'-t'7xz;i/]-4-A;p#^^75 F 



Me 




1 1 T-mtc N-[2-[(yX-2, 6-^^^;i/-i-tf^u ^n;p)^^;w-6- 

20 'H-NMR (CDC 1 3 ) 6 : 1.05 (6H, d, J = 6.2Hz), 1. 28-1.80 (6H, m), 2.51-2.73 
(2H, m), 4.04 (2H, s), 7.17 (2H, t, ' J = 8.8 Hz), 7.54-7.76 (5H, m), 7. 86 
(1H, d, J = 8.4 Hz), 7.96-8.17 (5H, m), 8.46 (1H, d, J = 2.2 Hz). 
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7C*#*ffl[ C 30 H 30 FNjO • 0. 5H,0 t hX 
■ ttJMI-: C, 75.60; H, 6.56; N, 8.82. 

$M: C, 75. 72; H, 6.31; N, 8.72. 
jRA : 187-188 *C OSIMbM : l»X^;W 

5 

N-[2-[(e/x-2, 6-^*^;M-fc^us?x;W;^W-6-*/ Ox . 

;W [1, l'-lf7x=;W-4-A;V#*^75 K 



Me 




1 1 N-[2-[(->X-2, B-^jWM-t! 5>x;» ;WW-6- 

'H-NMR (CDClj) a : 1.05 (6H, d, J = 6. 2 Hz), 1. 28-1. 77 (6H, m), 2.52-2.72 
(2H, m), 4.04 (2H, s), 7.40-7. 57 (3H, m), 7.60-7.80 (5H, m), 7.86 (1H, 
d, J = 8.4 Hz), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.2 Hz). 
15 Ttmmm C JO H3 1 N 3 O-0.5H i 0iLT 

IHVtt : C, 78. 57; H, 7.03; H, 9.16. 
mmW. : C, 78.36; H, 6.64; N, 9.12. 
»£: 180-181 -C ffi&mU : IMtX^W 
1 

20 4'-^^;wn-[2-[(v-x-2, 6-^^f ;m-h^u -7x;w *^;w-6-*y u 

xM [1. l'-f7iZjW-4-*m^7S H 



Me 



Me' 




1 1 N-[2-[(~>X-2. 
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'H-NMR (CDC1 3 ) 5 : 1.05 (6H, d, J = 6. 2 Hz), 1. 28-1. 80 (6H, m), 2.43 (3H, 
s), 2.52-2:73 (2H, m), 4.04 (2H, s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, 
5 d, J = 8.2 Hz), 7.63-7.78 (3H, a), 7.85 (1H, d, J = 8.4 Hz), 7.94-8.17 
(5H, m), 8.46 (1H, d, J = 2.2 Hz). 
7GUS&#rte C 31 H 33 N 3 0 • 0. 5H 3 0 t hX 
. atWm:C, 78.78; H, 7.25; N, 8.89. 
•MWt&i:C, 78.87; H, 7.08; N, .8.82. 
10 jU£: 198-199 *C (dec.) (ilil:@i:ff$X^) 

mmms 2 

4'-* h 3- *>-N- [2- [ (yX-2, 6- v ^ 3^-1- tf * 5^M -6-+ 7 

U-;W[i,i'-tf7x^;w-4-^j;P4?^^75 h 

Me 



MeO 




15 1 1 -e#fc n-[2-[(->x-2, e-^^^Ji^i-tr^u *J-M*7M-*- 

*y'J-;W7-fe>75F*ffl^T> «#I6<D2) in*©JMPftff'5 

'H-NMR (CDC1 S ) <5 : 1.04 (6H, d ; J =6.0 Hz), 1.23-1.85 (6H, ■), 2.50-2.72 
(2H, m), 3.87 (3H, s), 4.03 (2H, s), 7.01 (2H, d, J = 8.8 Hz), 7.50- 
20 7.77 (5H, m), 7.85 (1H, d, J = 8. 4 Hz), 7.90-8.20 (5H, m), 8.46 (1H, br). 
HA: 194-196 r (dec). (Mm:RiX^) 

mm 8 3 

6-(HDP7 x ~; W -N- [2- [ 6-v* tf ^ U V—)V) * 5=- 
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1 1 N- [2- [ (->X-2, 6-^pWlM- tf ^ U * *M -6- 

>J-;H7-fe h7S H^fflViT, HiS0iJ6©2) ilW^i©^^^ £ t 

5 'H-NMR (CDC1 S ) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1.27-1. 76 (6H, m), 2.51-2.76 
(2H, m), 4.03 (2H, s), 7.47 (2H, d, J = 8.4 Hz), 7. 70 (1H, dd, I = 2.2. 
and 8.8 Hz), 7. 76-7.92 (2H, m), 7.94-8.13 (4H, m), 8.23-8.36 (2H, m), 
8.42 (1H, d, J = 2.2 Hz), 9.19 (1H, d, J = 2.2 Hz). 

10 ffM: C, 70.50; H, 6.12; N, 11.34. 
HSfcffi: C, 70. 58; H, 6.06; N, 11.14. 

: 217-219 V (dec.) (JSIMtigft : ffKX^W 
*»I8 4 

6-(4-^5 L Jl/7xri;W-N-C2-[(vX-2,6-v^^;U-l-k°^U> J -;W^^ 

15 ;WHM=y -33^75 F 

Me 

###| 1 1 T'#fc N-[2-[(->X-2, 6-^*^;M-fcWJ -?x;w *?yw-6- 

20 'H-NMR (CDC 1 3 ) 6 : 1.04 (6H, d, J = 6.2 Hz), 1.28-1. 80 (6H, m), 2.43 (3H, 
s), 2.51-2.72 (2H, m), 4.04 (2H, s), 7.32 (2H, d, J = 8.0Hz), 7.69 (1H, 
dd, J = 2.2 and 8.8 Hz), 7.80-8. 20 (7H, m), 8.28 (1H, dd, J = 2.2 and 
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8.4 Hz), 8.43 (1H, d, J = 2. 2 Hz), 9.18 (1H, d, J = 2.2 Hz). 
: 225-226 X> (dec.) (fgftft&«g : BMX?)V) 

mmm 8 5 

4-(HDD7i -M -N- [2- [ ( vX-2, 6-^* ^;U-1 - tf^ U v- J» ^ 5" 




1 1 TUfc N-[2-[(->X-2, ^^;W-6- 
* y U -;W 7-fe h 7 5 F ^T, HJS^il 5 4 © 2 ) is J;tf£d80J 3 8 t m 

'H-NMR (CDC1,) <? : 1.04 (6H, d, J = 6. 2 Hz), 1. 23-2. 02 (10H, m), 2.50-2.83 
(3H, m), 2.94-3.15 (2H, m), 4.02 (2H, s), 4.20-4. 37 (2H, m), 6.64 (1H, 
br), 7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.79 (1H, d, J = 8.8 Hz), 7.88-8.08 (3H, m). 
K£: 196-198 t: (dec.) (^Sftil : iiX^-^X^H-fJW 
MMM 8 6 

4- (4-* 3\H, 7xn;W) -N- [2- [ (^X-2, 6-5?* fcM U 5*r;W * * 

;W-6-^/U-;w-i-tf^u^>*;i/^^75 F 

Me 




1 1 Tfftfc N-[2-[(^X-2, 6-^^^-1-tf^U *^)V}-&- 
*J V-M7±. h75 F£JSV>T, *M5 4©2) *J:^««3 8 tig 

'H-NMR (CDC 1 3 ) 5 : 1.04 (6H, d, J = 6.0 Hz), 1. 20-2.03 (10H, m), 2.33 
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(3H, s), 2.50-2.82 (3H, m), 2.90-3.15 (2H, a). 4.02 (2H, s), 4.17-4.39 
(2H, m), 6.70 (1H, br),. 7.13 (4H, br), 7.51 (1H, d, J = 8.8 Hz), 7.78 
OH, d, J = 8.8 Hz), 7.95-8.15 (3H, m).. 

5 tt^ttC, 73.74; H, 8.25; N, 11.47. 
MI:C, 74.12; H, 8.05; N, 11.82. 
jft£: 177-178 -C (dec, GttjMbgft : ftBtX^^-^X^X— 
IM8 7 

4- (4-7;M- P 7x-JW -N- [2- [ (*>X-2, 6-^* 9MP-1- £ ^ U S?x;» ^ 

io ^;w-6-^/ uxiW-i-H^us^^^ys h 




1 1 n-[2-[(vx-2, 6-^^^;i/-i-tf^u $>x;W;ww-6- 

+yUx;W7-feh75F*fflViT, H»5 4©2) «J:t^HtM! 3 8 £E 

15 'H-NMR (CDC1 3 ) 5 : 1.04 (6H, d, J = 6.2Hz), 1.22-2. 02 (10H, m), 2.50-2.82 
(3H, m), 2.94-3.14 (2H, ■), 4.01 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, 
br), 7.01 (2H, dd, J = 8. 4 and 8. 8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H, m). 
FAB(pos); 475 [MH]* 

20 mMM8 8 

4-(4-* h + -»-N-[2-[(->7,-2,6->?^^;i'-l-tf^U v>XJW*3MW-6- 
=tV UXjW-l-tr^U^^^^^TS H 
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Me 




1 1 Tf#fe n- [2- [(v-x-2, 6- g=-;wi- tr^ u >*-;w ^ -6- 

5 'H-NMR (CDC lj) <5 : 1.04 (6H, d, J = 6. 2 Hz), 1.23-2. 02 (10H, m), 2.50-2. 83 
(3H, m), 2.94-3.14 (2H, m), 3.80 (3H, s), 4.01 (2H, s), 4.19-4.36 (2H, 
m), 6.66 (1H, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, I = 8.4 Hz), 
7.50 (1H, dd, I = 2.6 and 9.2 Hz), 7.61 (1H, d, J =8.4 Hz), 7.93-8.10 
(3H, m). 
10 FAB(pos): 487 [MHT 

9 

U-;W [l, i--lf7xr;W-4-*my75 b* 



Me 




15 ###| l i ante N- [2- [(^7.-2, VzlM ;*5P;W-6- 

U~;W7-feb75 F^ffl^T, IWJ6©2) iMcoW^ff^^t 

'H-NMR (CDC1 3 ) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1.28-1. 83 (6H, m), 2.51-2.82 
. (2H, m), 4.04 (2H, s), 6.88-7.08 (2H, m), 7.37-7.53 (1H, m), 7.60-7.74 
20 (3H, m), 7.86 (1H, d, J = 8.4 Hz), 7.95-8.18 (5H, m), 8.46 (1H, d, J = 
2.2 Hz). 

FAB(pos): 486 [MH]* 
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9 0 



10 



15 



20 



2\ 4'-5?£ □ D-N-[2-[(5>7.-2, 6-^*^-1- fcT^U V-M *^W J 6-* 



Me 




##0J 1 1 N-[2-[(yX-2, 6-5>;WM-tMU 2>-JW *?M-6- 

'H-NMR (CDClj) 5 : 1.04 (6H, d, J = 6. 3 Hz), 1.27-1.80 (6H, m), 2.52-2.70 
(2H, i), 4.03 (2H, s), 7. 23-7. 40 (2H, m), 7.46-7.60 (3H, m), 7.68 (1H, 
dd, I = 2.1 and 9.0 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.93-8.05 (3H, m), 
8.09 (1H, d, I = 8.4 Hz), 8.16 (1H, br), 8.46 (1H, d, J = 2.4 Hz). 
H£ : 162-164 C : IHtX^W 

mmw9 1 

4'-^ p d-n- [2- [ <cM V :/p tf 5 J ) * ^; W -6-* / >J x;w [1, 1 »- if 



N Me 




i o H-[2-[(5*f v^p tr;P75 /) *3\>w-mv u x;w 

'H-NMR (CDClj) 5 : 1.06- (12H, d, J = 6.6 Hz), 2.96-3.19 (2H, m), 3.94 

(2H, s), 7.45 (2H, d, J = 8.8 Hz), 7.56 (2H, d, J = 8.8 Hz), 7.63-7.73 

(3H, m), 7.83 (1H, d, J = 8.8 Hz), 7.94-8.19 (5H, m), 8.46 (1H, d, J = 
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2.2 Hz). 

MA: 201-202 V (dec.) OSHttM : »«X?\>W 
*SS0}9 2 

4'-^DO-N-[2-[(^X^;|/75y)^^;W-6-^yU-JW [l,l'-H7x 
5 n;i/]-4-*;i/^^75 H 




1 2 T#£ 2-(S>X3MKT5 / *3MW-6-*/ U >75. >£fflV>T, 

M^i5 4©3) tmm<Dmfc*fiD<it\z£Y), mmitsmmm^t 

10 'H-NMR (CDC1 3 ) 6 : 1.09 (6H, t, J = 7.2 Hz), 2.64 (4H, q, J = 7.2 Hz), 
. 3.89 (2H, s), 7.45 (2H, d, J = 8. 4 Hz), 7.57 (2H, d, J = 8. 4 Hz), 7.62-7.78 
(4H, m), 7.94-8.19 (5H, m), 8.47 (1H, d, J = 2.2 Hz). 
MA: 196-198 *C (dec.) , (Mfcftft : ffiH^i?if;n-f;W 
«^<|9 3 

15 n- [2- [(2-^^-4, Hp-ih-^ 5^/-;m-<;p)^^W-6-^/ 

UXJW [l,l'-H7i^]-4-*M^>/75 H 



Me 




20 fb£#l£ffr*£bT#fc. 

'H-NMR (DMS0-d 6 ) 6 : 2.20 (3H, s), 3.36-3.96 (4H, m), 4.70 (2H, s), 
7. 34-7.56 (5H, m), 7.58-7. 82 (3H, m), 7.91-8.26 (5H, m), 8.61 (1H, d, 
J = 2.2 Hz), 10.40 (1H, br). 
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FAB(pos): 421 [MH] 4 

HjS: 212-220 *C (dec.) CBftft*J» : l»X^;W 
N-[2-[(2-7i-;K 5-v>fc Kn-lH-f ^/-)V-\-^)V)^)V]-^ 

5 y u [i, v-My^-M-i-KM^sm H 




10 'H-NMR (CDC 1 3 ) 6 : 3.54 (2H, t, J = 9.8 Hz), 3.98 (2H, t, J = 9.8 Hz), 
4.59 (2H, s), 7.30-7.80 (15H, m), 8.01 (2H, d, J = 8.0 Hz), 8.17 (1H, 
d, J = 8.4 Hz), 8.39 (1H, s), 8.55 (1H, d, J = 1.8 Hz). 
FAB(pos): 483 [MH]* 

212-216 °C (dec.) («8I : Sllf W 

15 mmm9 5 

V-y)\,* P-N- [2- [2-* 3^-4, 5->?tl b* P-1H--1' 5 ^A-;Hh*f M * 



20 V>T, 0#W8*«fc^*ltW2 3-tra*H©i!lfPftJ«jWr"5JitlcJ;D> &H 
'H-NMR (DMS0-d 6 ) 6 : 1.99(3H, s), 3.3(2H, br m), 3.5(2H, br i), 4.58(2H, 



Me 




###| 7 T# e. ftfc 2- (# P P * U -)V7 5 > 2 
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s), 7. 3-7. 5 <3H, br m), 7; 8-8. 1 (9H, br m), 8. 35 (1H, br d), 8.56(1H, br 
s). 



240-242 ^ (dec.) (*SJ|ft&ft : SSSx^W 
5 4'-7;i/^n-N-[2-[2-7x-JM, 5-5? k H n-lH— f =• ^/-Jl/-W JW 



10 ^ttS^fi^^LT^Ifc. 

'H-NMR (DMSO-d^S :3.45(2H, t, J=10.0Hz), 3.82(2H, t, J=10.0Hz), 4.50 



8.570H, d, J=2.2Hz). 
MA: 209-21 Ot: 
15 »9 7 

N-[2-[2-^>i?;W,5-^k KD-lH-f ;w WW-6-* 

/ 'J-;W-4'-7JP^n- [1, l'-tf7xX;W-4-j(7j|/Ji?^^75 H 



7 T# 6 tlfc 2- D p ;* - J U -^7 5 > 2 
20 KT, ###J 8 2 3 tBIttOJi^SJR^ff 5 Z. t\z& 

'H-NMR (DMS0-de)5 : 3.22(2H, t, J=9.8Hz), 3. 60 (2H, t, J=9.8Hz), 3.75(2H, 




(2H, s), 7. 31-7. 66 (8H, m), 7. 80-8. 15 (9H, m), 8.35(1H, d, J=8.8Hz), 
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s), 4. 52 (2H, s), 7. 17-7. 40(8H, m), 7. 80-8. 14(9H, m), 8.25(1H, d, J=8.4Hz), 
8.540H, d, J=1.8Hz). 

liftjft: 200-202'C 0B*ftWi : l»X^W 
mMM9 8 



'H-NMR (CDC1 3 )<5 :1.82(4H, m), 2.62(4H, m), 3.10 (1H, m), 3.94(2H, s), 
4.27 (2H, t like), 4.46(2H, dd like), 5.570H, s), 7. 35-7. 62 (7H, m), 
. 8.06(2H, t, J=12. 6Hz), 8.29 (1H, d, J=2.7Hz). 
15 M : 244-246-0 • 

mmm 9 

4-(4-7^d7x zdV) -n- [6- (1- tf d u -t-i-y^M -1- 



1 8 -cmc 6-a -if □ u ^)i^)V)i-y^ vy-t-r 5 >£jbv> 

'H-NMR. (DMS0-d 6 ) 6 : 1.57 (2H, m), 1.69 (4H, m), 1-80 (2H, m), 2.45 (4H, 
m), 2.77 (1H, i), 2.90 (2H, i), 3.68 (2H, s), 4.32 (2H, n)', 7.13 (2H, 



5 



h7>^-2-(4-^oD7x-;i/)-N-[2-a-trnu v-)i*3-)V)-t>-*; u 
-jw-i,3-^^>-5-7j;^^^t= h* 
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m), 7.34 <2H, i), 7.38 (1H, i), 7.60 (1H, m), 7.66-7.76 (3H, i), 8.00 
(1H, d, J = 2.1 Hz), 8.71 (1H, s). 
FAB(pos):: 432 [M+H] + ' 

njA : 209-211 x: (m&imm bmxt-ji-^ wd vvx-^jv) 

5 10 0 

4-(4-* h^^7x-;0-N-[6-(l-tf □ U V-)V*^)V)-l-j-7?-)V\-\- 




1 87?#fc6-(l-t!DU> ? ^A^5 1 ;W^7^1/>-2-75>^Vi 

io x< ^mm sst nmvmt&no z. t \z £ 9 , ^mit^m^mm^t t 

'H-NMR (CDCI3) 5: 1.70-1.95 (8H, m), 2.55 (4H, m), 2.70 (1H, m), 3.02 
(2H, m), 3.74 (2H, s), 3.80 (3H, s), 4.26 (2H, m), 6.56 (1H, s), 6.87 
(2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.8 Hz), 7.38 (2H, m), 7.69-7.76 
15 (3H, m), 7.92 (1H, m). 
FAB(pos): 444 [M+H] * 

816 : 194-196 V (®&{mm : MX3Ml/->M V 7°0 bf^X-x ;W 
HJg^J 10 1 . 
4- (4-7 D D 7 x - ;w -N- [6- (1- \L □ u s?x;m -2-^- 7 ^;u] -1 - t? 
20 ^'Ji?>AJ^t5H 




CI' 

##0H 1 8T#fc 6-(l-tfn >J v-;M^;0^-7^ l/>-2-75 >£flH> 
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'H-NMR (DMS0-d 6 ) 6: 1.55 OH. m), 1.68 (4H, m), 1.78 (2H, m), 2.43 (4H, 
m), 2.76 (1H, m), 2.88 (2H, m), 3.65 (2H, s), 4.30 (2H, m), 7.33 (5H, 
m), 7.57 (1H, m), 7.64-7.74 (3H. m), 7.98 (1H, d, J = 2.5 Hz), 8.69 (1H, 
s). 

5 FAB(pos): 432 [M+H] * 

BjH: 209-211 <C : SH^-y^f V^nH;H-f JW 

mmm 102 

4-7x-;m-[6-a-£ p u v?^;M^;i/)-2-^7^;n-i-i?^u 

H 




1 8 6- (1- tf O >J ^;i/)^7^1x >-2-7 5 > ^ 

TV HJ6#|3 8bM&0W&*ft J }Z.t£*Qs *»b£4&**HM»*fcb 
T#fc 6 

'H-NMR (DMSO-ds) 6: 1.60 (2H, m), 1.70 (4H, m), 1.82 (2H, m), 2.46 (4H, 
15 m), 2.76 (1H, m), 2.91 (2H, m), 3.68 (2H, s), 4.32 (2H, m), 7.18-7.34 
(5H, m),7.39 (1H, m), 7.60 (1H, m), 7.69-7. 76 (3H, m), 8.00 (1H, d, J 
= 1,8 Hz), 8.71 OH, s). 
FAB(pos): 41 4 [M+H] + 

SiS: 193-195 *C (SSSHftW : »@gX3MWSM V^P tf^X-xJW 

20 mmm 1 o 3 

4-^^;i/7xx;i,-N-[6-(i-tf □ U e^jM^;i/)-2-:f7^;W-i-tMU 




###| 1 8 T#fc 6-(l-tf P U y^JMfJWt7^ I/>-2-75 >£/BV> 
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'H-NMR (DMS0-d e ) 6: 1.55 (2H, m), 1.70 (4H, m), 1.80 (2H, m), 2.26 (3H, 
s), 2.46 (4H, m), 2.71 (1H, m), 2.90 (2H, m), 3.68 (2H, s), 4.31 (2H, 
5 m), 7.12 (4H, m), 7.39 (1H, m), 7.60 (1H, m), 7.66-7.76 (3H, m), 8.00 
(1H, d, J = 1.8 Hz), 8.70 (1H, s). 
FAB(pos): 428 [M+H] * 

Bfe£ : 210-212 "C OSSHftM : Wm^)V-M 77°P K^X-^W 
0 4 

io 6-(4-7Mp7i x; w -n- [6- (l- tr ^ U >>x>M -2-± 7 x n 




1 5 xntc 6- (1- tf ^ U S?x;M ±7^1/ >-2-7 5 >£ffl V* 

15 ftitifc, 

'H-NMR (DMS0-d 6 ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and 8, 8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, n), 9.24 (1H, i), 10.64 (1H, brs). 
20 : 218-219 X: (£ jMfc$ft : WWL^)V-M V ?U \fJV^-y-)V) 

MMM 10 5 

6- (4-* h * */ 7 xx;W -N- [6- (1- M ^ U V-)V ;* ^)V) -2-i-y^)l] x n 
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###| 1 5tHfc 6-0-tMU V-frt^Mi-y* l^>-2-75 

'H-NMR (DMSO-dj): 1.40 (2H, m), 1.51 (4H, m), 2.37 (4H, brs), 3.57 (2H, 
5 s), 3.84 (3H, s), 7.09 (2H, d, J=8.3Hz), 7.46 (1H, d, J=8.1Hz), 7.73 (1H, 
s), 7.81 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.10 (1H, d, J=8. 1Hz), 8.17 (2H, 
d, J=8.3Hz), 8.39 (1H, d, J=8.3Hz), 8.43 (1H, s), 9.2 (1H, brs). 
M& : 263-264 *C (f&IMb&ft : WSi^)V- s M V7*a tfJUX-xJI/) 
10 6 

10 6- (4-7 D D 7 x ~)V) -N- [6- ( 1- tf ^ U ?=-)V * <?)V) -2-i-y ?M - □ ^ 
>7SF , 




1 5 T#7c 6- (1- fcf * U ~7x;M 9-) W ^771/ >-2-7 S > V> 
T, HJ6#!l5 4<D3) £E«©8^£fr5££fc«i:0, glM^IW 
15 *«fcLT#^: 0 

'H-NMR (DMSO-dg): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and 8. 8Hz), 7.47 <1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, i), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 
20 H£: 228-229 *C m&ik®M : Mx^P-T-fe h » 
10 7 

4-(4-7JW^P 7 xXJW -N- [6-0- tf^ U vXJM^lO^-^^W -1- 
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1 5 VWc 6-(l-H^U ?-)V*^)V)j-7$ Uy-2-75. >£ffl K 

'H-NMR (DMS0-d 6 ): 1.40 (2H, m), 1.48-1.61 (6H, i), 1.80 (2H, d, J=12.0Hz), 
5 2.34 (4H, brs), 2.77 (1H, m), 2.90 (2H, dd, 1=12.0 and 12.2Hz), 3.52 (2H, 
s), 4.32 (2H, d, J=13.2Hz), 7.12 (2H, t, J=8.5Hz), 7.30 (1H, d, J=5.9Hz), 
7.32 (1H, d, J=5.6Hz), 7.38 (1H, d, J=8.3Hz), 7.62 (2H, m), 7.68 (1H, 
d, J=8.3Hz), 7.74 (1H, d, J=8.8Hz), 8.00 (1H, s), 8.71 (1H, brs). 
HA: 209-211 (^Mg|:S|XfJk^V^Dt:M-fJl') 
10 £Mm 10 8 

4- (4- ? a U 7 x -) V) -N- [6- (1 - tT^ U V) -2-f- 7 <?) W - 1 - If 




##0U 5T#fe6-(l-tf^U^-;M^)^-7^l/>-2-75>^ffl^ . 
TWt. 

'H-NMR (DMSO-dg): 1.39 (2H, m), 1.48-1.61 (6H, m), 1.81 (2H, i), 2.35 (4H, 
brs), 2.78 (1H, m), 2.90 (2H, dd, J=ll. 5 and 12.7Hz), 3.52 (2H, s), 4.32 
(2H, d, J=13.7Hz), 7.30-7. 39 (5H, m), 7.59-7.75 (4H, a), 8.01 (1H, s), 
20 8.71 (1H, brs). 

HA: 231-232 K> (ISftil : V^D tJH-f;W 

M1fcM 10 9 

4- (4-* 7 x -)V) -N- [6- (1 - fcM »J 5> ~ ;M -2-1- 7 =?)V\ -l - 1° 
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&&& 1 5 TfUfc 6- (i - tr^ u 3-)V)-r7*v y-2-7 $ > £^ n 

5 'H-NMR (DMSO-dj) : 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.4Hz), 
2.26 (3H, s), 2.34 (4H, brs), 2.71 (1H, m), 2.89 (2H, dd, J=12.4 and 
11.5Hz), 3.52 (2H, s), 4.31 (2H, d, 1=12. 9Hz), 7.10-7.16 (4H, m), 7.38 
(1H, d, J=8.0Hz), 7.61 (2H, m), 7.68 (1H, d, J=8.5Hz), 7.74 (1H, d, 
J=8.8Hz), 8.00 (1H, s), 8.70 (1H, brs). 

10 M£ : 227-228 "C (&,f|«& : Wm^)V-M tf^X-x ;i/) 

mmm 1 1 o 



Me 




15 mm* 1 7-vnrc 6-i»x-2, v-m^mit?* 

'H-NMR (DMSO-de): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, m), 2.78 (1H, i), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H, i), 
20 7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, in), 7.98 (1H, brs), 
8.68 (1H, brs). 

: 199-200 X: (^ H B H {bM : Wm^lV-M V^O t^X-xJV) 

mnw ill 
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n-[6 - [ (->x-z, 6-5?* - tr^ u s?-^) * 3\>w -2-^ 7 tf^U 

Me 



MeO 




'H-NMR (DMSO-dj): 0.98 (3H, s), 1.00 (3H, s), 1.27 (3H, in), 1.57 (3H, m), 
1.78 (2H, a), 2.69 (1H, A), 2.89 (2H, m), 3.72 (3H, s), 3.82 (2H, s), 
4.31 (2H, m), 6.86 (2H, d, J=8.5Hz), 7.18 (2H, d, J =8. 5Hz), 7.43 (1H, 
10 d, J=8.5Hz), 7.58 (1H, d, J=8.8Hz), 7.65 (1H, d, J=8.5Hz), 7.72 (2H, n), 
7.98 (1H, brs), 8.67 (1H, brs). 

man 170-171 *c m&<k®M:mmx.?A-*Mv7u&\,x-T)\'). 

15 y>-4-(4-7JPtP7i^W-l-j(j;PW$ H 




mmwi 7rmz 6-[(^-2,6-3?*^;i/-i-tr^u> ? -;w*^;w^-7^ 

1^-2-75 >£JflWr, g|*«f!l3 8iK«©Ji^Sff"5Jltfc:ikt5, SSft 

'H-NMR (DMS0-d 8 ): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H, m), 
7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
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10 



15 



20 



8.68 (1H, brs). 
mm : 219-222 *C (Hi 

mmm 1 1 3 

6- (4-£ DD7iZjW+[6-[(y7-2, y^W^^ 




1 7 Tllfc 6-[(^X-2, 6-v^9Ml/-l-t:^U >>x;w ^^;W^7^ 
^>-2-7S>£fflV>T> H»5 403) £E«0|§f|s*fT5C£fcJ;D, 

'H-NMR (DMSO-dP: 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.52 (1H, d, J=8.3Hz), 7.61 (2H, d, J=8.3Hz), 7.79 (2H, 
d, J=8.5Hz), 7.87 (2H, m), 8.20 (1H, m), 8.24 (2H, d, 1=8. 5Hz), 8.42 (1H, 
brs), 8.46 (1H, dd, J=2.2 and 8.3Hz), 9.25 (1H, d, J=2.0Hz), 10.63 (1H, 
brs). 

MM : 229-230 *C (^HftW : mtX?)V-V<i V7°D t!;PX— t)V) 

$mmi i 4 

n-[6-[(^-2, 6-^^^-i-tf^u v*x;w ^)V\-i-±y^)V\-^ 

h^y[l,l'-b'7xr;H-4-*M^5 H 

Me 




MeO 



&ZM 1 7T%tc 6-[<$/X-2, 6-^^;U-l-t?^U ?-)V)*9-M1-y9 

$mm 54© 3) tmmo&ft&ft^ztiz&r). 
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'H-NMR (DMSO-d,,): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.82 (3H, s), 3.85 (2H, s), 7.07 (2H, d, J=8.7Hz), 7.51 (1H, d, J=8.7Hz), 



brs), 10.41 (1H, brs). 
5 Bt£: 199-200 V (ftt£fc£ft : mtX?-)V-*M 7 7°D K^X-xJW 

;W[i,i'-fcf7xn;i/]-4-*;i/^U-5H 



10 ##0U 7T#fc6-[(s/x-2j-^^;i/-i-fc!^u^;w^^;p]^^ 
^mit^mmmm tvxwt. 

'H-NMR (DMSO-dj): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, n), 1.58 (3H, m), 
3.85 (2H, s), 7.51 <1H, d, J=8.3Hz), 7.57 (2H, d, J=8.5Hz), 7.82 (8H, 
15 . Hi), 8.12 (2H, d, J=8.1Hz), 8.43 (1H, brs), 10.47 (1H, brs). 

MA : 220-222 *C (ISJift&ft : Sf|I^-^ 7 fcMUX— r;W 

mmm 1 1 6 

4' -2 d d-n- [2- [ [2- (3- tr U S?x;i,) -l - 1? ^ U ;* -6-* 7 U 




###! 8 T# 6 tlfc 4' -7 D D-N- [2- (^DD^ -6-* 7 U - 



7.73 (2H, d, J=8.5Hz), 7.82 (6H, m), 8.08 (2H, d, J=8.3Hz), 8.42 (1H, 




Me 



WO 01/82925 PCT/JP01/03614 

171 

M [1, l'-tf7x-;W-4-*;i/7lN*W5 FfcEWt, £MM2 3t$m<DWt 

■H-NMR (DMS0-d 6 ) (5: 1.63-1.75 (6H, i),.2.16 (1H, m), 2.87 (1H, m), 3.27 
(2H, m), 3.73 (2H, m), 7.40 (1H, m), 7.59 (3H, m), 7. 82-8. 00 (7H, m), 
5 8.13 (2H, d, J = 8.4Hz), 8.30 (1H, d, J = 8.4Hz), 8.47-8.54 (2H, m), 
8.69 (1H, s). 
FAB(pos): 533 [M+H] + 

124-126 *C (dec.) (HBft&K : fl»x^;V-5?-f V~7u tr;wx- 

io $%0!| 1 1 7 

4' P P-N-[2-[[(2S)-2-(* Mr'soWW tro u $>xjw*^;MHMr 

y u x;w [i, r -tf7xn;w-4-*j^^s H 




###1 8 T*# ttfc 4' D P-N- [2- P P * -6-* / U X ■ 

15 ;u][i,r-t*7x-;w-4-*;u^u-5 Hftjutvr, mm2ztmu<»wfe 

'H-NMR (DMSO-dj) 6: 1.68 (3H, id), 1.95 (1H, m), 2.33 (1H, m), 2.84 (2H, 
m), 3. 25-3.44 (5H, m), 3.64-3.71 (1H, m), 4.28-4.35 (1H, m), 7.59 (3H, 
m), 7.82-8.08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J = 8.4 
20 Hz), 8.53 (1H, s), 10.62 (1H, s). 
FAB(pos): 486 [M+H] * 

Rbft : 172-174 V (ISiU'tM : ttlfH-f V^D hf^X-x^) 
^Jgfll 118 

tert-7^;i/ (2S)-l-[[6-[[(4 , -^PP[l,l'-tf7xXJl/]-4-'r;W*;i/^ 
25 x;W75 A-l-*rJ U3UW^^;W-2-t?DU5?>*;U#^V'-h 
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8 T?# 6ftfc 4' D P-N- [2- D D ^ -6-* 7 U ~ 

5 'H-NMR (DMS0-d 6 ) 6: 1.38 (9H, s), 1.80 (3H, m), 2.05 (1H, n), 2.92 (1H, 
m), 3.35 (2H, m), 3.82-4.17 (2H, m), 7.62 (3H, m), 7. 82-8.08 (6H, in), 
8.14 (2H, d, J = 8.8 Hz), 8.30 (1H, d, J = 8. 4 Hz), 8.53 (1H, s), 10.63 
OH, s). 

FABCpos): 542 [M+H] * 
10 163-166 *C (^ittl : ^I^W^ V^nm-f;W 

mmm ii9 

4- (4-^ h+y7x^»-N-[6-[(2, 2, 6, 6-fh7/f;H-^'J V-)V) 
^^]-2-^7^;W-l-t!^'J^>^W^5 H 




15 ###J 1 9 mtc 6-[(2, 2, 6, 6-x h 5*?)V-l-\Z *?M-2- 

'H-NMR (DMSO-de) <5 : l.OO (12H, s), 1.53-1.81 (10H, m), 2. 71 (1H, m), 2.88 
(2H, m), 3. 72 (3H, s), 3.90 (2H, s), 4.30 (2H, m), 6.86 (2H, d, J = 8.8 
20 Hz), 7.18 (2H, d, J = 8. 8 Hz), 7.52-7. 79 (5H, m), 7.97 (1H, s), 8.66 (1H, 
s). 
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FAB(pos): 514CM+H] ♦ 

M£: 164-166 C (tt&ft&JK : H«x9\>W5><f V 7°P K^X-x^) 
1 2 0 

4' h * 5/-H- [6- [ (2, 2, 6, 6-<r h 7 * Wl - tf ^ >J 5?X/W / 5=-;W -2- 

Me ,Me 

o ^yY'A 

Me. 0 JLJ 

###| 1 9T#fc 6- [(2, 2, 6, 6-x h^^^-l-tr^U $>x;W*3\>M-2- 

10 'H-NMR (DMS0-d 6 ) 5: 1.01 (12H, s), 1.55 (6H, m), 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H, d, J = 9.2 Hz), 7.57 (tH, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.40 (1H, s). 
FAB(pos): 507 [M+H] + 

H£ : 212-214 t: : SKfeX^P-SM 77*P fc!;i>X-xJW 

15 HJSfll 12 1 

4' -7;P*P-N-[6-[(2, 2, 6, 6-x h 9 jWM-IWJ ^XJW 

±7^;w [l, r-e7xnjw-4-*;^^^ h 




###J 1 9Wc 6- [(2, 2, 6, 6-x h^^^-1-tr^U 5?x;W 
20 j-7?U>72.>%m^X, HM0»J5 4©3) £|^S©i£f££fT "5 £ <hC«k 

■H-NMR (DMS0-d t ) 5: 1.01 (12H, s), 1.54 (6H, id), 3.93 (2H, s), 7.35 (2H, 
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m), 7. 74-7. 87 (8H, m), 8.11 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.43 (1H, 
s). 

FAB(pos): 495 [M+H] + 

tt£ : 238-241 <C (ffij&fcjfttt : IHlfjlr^ V^D fcT;H-x;U) 
5 ££0112 2 

4' 3VWI- [6- [ (2, 2, 6, 6-x h 7 ^ 3MI>-1- t!H u 5>-;M ^ -2-± 
y?M Ci, r -lf7xn;i/]-4-*;^^5 H 




###1 19t#fc 6- [(2, 2, 6, 6-f h ^^Wl-t^U ^x;i/) ;WW-2- 
10 i-7?\y>7S.>*m^T, $m&\5 4<D3) tm&<DmftZ?f5 ££££ 

'H-NMR (DMS0-d 6 ) 6 : 1.01 (12H, s), 1.55 (6H, m), 2.37 (3H, s), 3.93 (2H, 
s), 7.32 (2H, d, J = 8.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7. 66-7.87 (8H, 
m), 8.10 (2H, d, J = 8.6 Hz), 8.41 (1H, s), 10.41 (1H, s). 
15 FAB(pos): 491 [M+H] 4 

: 235-237 *C GBrllfcjgjg : It^X^-SH* V 7n tMl/X~rJW 
12 3 

4' D P-N- [6- [ (2, 2, 6, 6-x h 5 ;* ?\HH - tf ^ U >>x;» ;* S^M -2-^~ 

7^;W [l, i*-lf7xx;i/]-4-*;u^u-$ H 




###J 1 9 T#fc 6- [(2, 2, 6, 6-t hvttV-l-W) y"JW *9\>W-2- 
^-7^l^>TS>SfflViT, H^5 403) £R«CE>i*flsfcf?5C£fc«k 
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'H-NMR (DMSO-dj) 6: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.57 (3H, 
m), 7. 74-7. 89 (8H, id), 8.12 (2H, d, J = 8. 6 Hz), 8.41 (1H, s), 10.45 (1H, 
s). 

5 FAB(pos): 5 1 1 [M+H] * 

HA: 244-246 -C : mWtX^-M V7°P fc^X-x^) 

mmm 1 2 4 

4' -£OD-N-[6-[(iM V7°p t!;P7$ y ) *?M-2-1-7?)V] Ci, l'-tf 




2 0 1? $ s nfc n- [6- [ (sm y 7p tr;i/ 7 s 7 ) ^ ^; w -2-^ 7 7- 

;i/]-2-kHP*'>-2-^^;U7*D/t>75 H^fflViT, lfe5S#16(D2) ^IQfll 

■H-NMR (DMSO-dj) 5: 1.03 (12H, d, J = 6.6 Hz), 3.01 (2H, m), 3.75 (2H, 
15 s), 7.52 (1H, d, J = 8.7 Hz), 7.57 (2H, d, J = 8.7 Hz), 7. 76-7.89 (8H, 
m), 8.12 (2H, d, J = 8.4 Hz),- 8.43 (1H, s), 10.47 (1H, s). 
FAB(pos): 471 [M+H] 4 . 

HA : 246-250 "C GMfcgtt : IWX^WSMy 7*P fc^X-x^) 
«0O 1 2 5 

20 6-(l-tfP'Jv J x;M^;W-2-^7^Jl' 4-(4-?PP7x~;i/)-l-tf^U 

###12 2Tt#fc6-(i-t?PUvx;i/^^;W-2-^-7h-;i/ #wiak*BtiS 
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.'H-NMR (CDCI3) <5 : 1. 68-1. 83 (6H, m), 1. 90-1. 95 (2H, 1), 2.55 (4H, m), 
2.74 (1H, m), 2.97-3.12 (2H, m), 3.77 (2H, s), 4.49 (2H, m), 7.17 (2H, 
5 1), 7. 26-7.33 (3H, m), 7.49 (1H, m), 7.55 (1H, d, J = 2.4 Hz), 7.73- 
7.76 (2H, i), 7.81 (1H, d, J = 9.3 Hz). 
FAB(pos): 449 [M+H] * 

: 121-123 *C (^imm : 7 7d tfjl/X-x ;P) 

Hl&fll 12 6 

10 6-(i-tfPU> ? -;p^^;w-2-±7?;p 4-(4-^ h^^7x-;w-i-kr^ 



###12 2 T#fc 6-0- tf D U -2-1-7 Hfb7.K*$^ 

15 *<hl/Tf#fco 

'H-NMR (DMS0-d 6 ) <5 : 1.71-1.80 (8H, m), 2.50 (4H, m), 2.75 (1H, m), 
2.99-3.15 (2H, m), 3.72 (5H, s-like), 4.14-4.32 (2H, m), 6.88 (2H, m), 
7.20-7.33 (3H, m), 7.50 (1H, m), 7.65 (1H, s), 7. 82-7. 93 (3H, m). 
FAB(pos): 445 [M+H] + 

20 127-129 r (^^fM : SSIlf jh^^fy^D tfJU-fJW 

mmm 1 2 7 

6-(i-tfDUvr:;i/^^;W-2-±7^;i/ 4-(4-^;P7x~;»-i-t!^u 
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###J 2 2T#fc 6-(l-tf D U i?~)V*?-)V) -2-3-7 h-)V #Wfc7fc*tt* 

'H-NMR (DMS0-d 6 ) 6 : 1.72-2. 00 (8H, m), 2.28 (3H, s), 2.51 (4H, m), 
5 2.68-3.15 (3H, m), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, m). 
FAB(pos): 429 [M+H] * 

ft£ : 238-240 V <3£,&«JS : ffBlX^WSM V7*n WPX-^JW 
Sfflffll 1 2 8 

6-(l-tfP'J^X^^5 i ;i/)-2-^-75 1 ;l/ 4-(4-7Mn7i-JW-l-^ 
10 U5»*JM**5'l'-l* 



###J2 2^#fc6-(i-trD»j^x;i/^9 1 ;i/)-2-^7 h-;i/ #wt**ftft 

15 'H-NMR (DMS0-d 6 ) 6: 1.73-1.91 (8H, m), 2.51 (4H, m), 2.71-3.15 (3H, m), 



7.66 (1H, m), 7.90 (3H, m). 
FAB(pos): 433 [M+H] + 

MM : 106-108 *C m&mm : #»X^;WSM V7°D KJI/X-^;W 

20 H» 12 9. 

6-(l-t!D>Jy^MfiW-2-t7^ 4-7.xX;i/-l-tr^U 




3.76 (2H, s), 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (1H, m), 




2 2T#fc 6-(l-tf p U V-frtJ-M-l-i-y I — )V *fb**KJf[ 
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'H-NMR (DMS0-d 6 ) 6: 1.69 (2H, i), 1.90 (4H, m), 2.00 (2H, m), 2.82 (1H, 
m), 3.12 (2H, m), 3.22 (4H, m), 4.21-4.49 (4H, m), 7.16-7.44 (5H, i), 
5 7. 75 (3H, i), 7.93-8.12 (3H, m),. 10.69 (1H, br). 
FAB(pos): 415[M+H] + 

ftk£ : 213-21 5 V GBJMbftiK : mi^)V-M 7 7°P kVPx-x^) 
13 0 

N- (2-pWM , 2, 3, 4-x h 5 b K □ ^> V[b] [1 , 6] ^-7^ U v>>-8-f 
10 )V) [1, l'-tVx-jW-^^J^^fS h* 




##0lj2 ZHmtz 2-*3MI/-l,2, 3,4-Th7th'D^>y[b] [1,6] 
'J^>-8-75>$ffiV^T> HI&0!I5 4©3) i^itOjitf^fi^ H 9, 

15 'H-NMR (DMS0-d 6 ) 5: 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.53 (3H, m), 7.78 (2H, d, J = 8.4 Hz), 7.83 (3H, m), 8.00 (2H, m), 
8.12 (2H, d, J = 8.4 Hz), 8.47 (1H, d, J = 2. 2 Hz), 10.56 (1H, s). 
: 236-238 "C (®$k<t®M : IMl?^ V 7p K^X-^W 
1 3 1 

20 4' -7JM-P-N-(2-*3\>M, 2, 3, ffb5k H P^>V*[b] [1, 6] ±7^U 
3?>-8-OW {1, l'-t:7i^W-4-AM^5 K 




N -Me 



2 3 -cmfc 2-^^-1,2, 3, 4-t- h 9 1 K P^>7*[b] [1, 6] ^7^ 
Ui?>-8-7$>$ffl^T, HSI«SJ5 4©3) tmm<D#fc*ft5 itKi 0> 

25 ««Mb-&«i*iifi»*tbT»fc. 
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'H-NMR (DMSO-d 6 ) 6: 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.36 (2H, m), 7.88 (5H, m), 7.99 (2H, m), 8.11 (2H, d, J = 8.4 Hz), 
8.46 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 

: 230-232 <C (Mfcftfft : W&3&)V- 9 M V 7p \£)VX-?-M 
5 ^109 13 2 

. 4* D P-N-(2-^^;M, 2, 3, 4-rh7h Fo^>»/[b] [1, 6]^7^U 3? 

y-i-iM [i, r-t?7xn;w-4-*;U3j?^5 F 



2 3 2-*?\JM, 2, 3, 4-fh7k H P"<> V*[b] [1. 6] 

io u^>-8-7-s>*ffl^T, §*at^5 4©3) tmm<DMfc*n?z.t\z&r), 

'H-NMR (DMSO-dj) 5: 2.42 (3H, s), 2.80 (2H, m), 3.07 (2H, m), 3.71 (2H, 
s), 7.58 (2H, d, J = 8.4 Hz), 7.80-7.99 (7H, m), 8.12 (2H, d, J = 8.4 
Hz), 8.46 (1H, d, J = 2.0 Hz), 10.57 (1H, s). 
15 8k£: 238-240 *C (IIAftgtt : MtX^^-f V^P fc^X—r^) 
13 3 

n- [2- [ (vM y 7 p tr;P7 == y ) -6-*/ u x;w a , r - t?7 xx 



#5*03 1 0 n- [2- [ (sm v 7p \L)V7 s y ) * 5p;w -6-+ y u x; w 



'H-NMR (DMSO-dj) (5: 1.03 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.43-7. 56 (3H, m), 7.69 (1H, d, J = 8. 4 Hz), 7. 67-8.05 (6H, m), 8.12 




Me 
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(2H, d, J = 8.4 Hz), 8.26 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J = 2.2 Hz), 
10.58 (1H, s). 
FAB(pos) 438[M+H] + 

Rt£ : 208-209 V (mmm : mkl-J-h-M 77n M)\,3L-t-)V) 

5 %%m 134 

y 7°n tr;i/75 y) *^m-*-*j »jn;w-4' -^^> 



Me 




##f i i o n- [2- [ ( v-f v 7°n tf;P7 5 / ) ^ ^; W -6-* J Unjn 

'H-NMR (DMS0-d 6 ) 5: 1.02 (12H, d, J = 6. 6 Hz), 3.02 (2H, m), 3.82 (3H, 
s),' 3.85. (2H, s), 7.07 (2H, d, J = 9.2 Hz), 7.72 (3H, m), 7.82 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.08 (2H, d, J = 8.8 Hz), 8.25 (1H, d, J = 
8.4 Hz), 8.50 (1H, s), 10.55 (1H, s). 
FAB(pos) 468[M+H] + 

tt£ : 223-225 "C (HAft}MI : VmX*)\r- 9 M 7 7d t^X—rJU) 

mmm 135 

N- [2- [ irM V 7* u tr;P7 5 J ) ;* -6-* 7 U ~;W -4' -y)V*U 
[l, r-tf7xn;W-4-*;i/3j?^u-5 F 



Me 




l 0 N- [2- [ ($M 7 7°n t?;P7 5 7 ) -6-* y 'J 
7izh75F£/|Vvt, »#J6©2) <h^t£©^£fr7 £ 
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'H-NMR (DMSO-oV 6 : 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.35 (2H, m), 7.69 (1H, d, J = 8.4 Hz), 7.80-7.88 (4H, m), 7.96 (2H, 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J 
5 =2.2 Hz), 10.58 (1H, s). 
FAB(pos) 456[M+H] + 

gt& : 207-209 : MlW-T-f y 7"n M^-^V) 

mmm 1 3 6 

N- [2- [ (5>-f V 7n \L)V7 5 7)7 -6-* 7 U n;M -4' -7 [1 , 1 ' - 



Me 




###| 1 0 N- [2- [ irM V 7°n \L)V7 5 7)7 ?M -6-+ 7 U ~; W 
7"feh75 F£fflV>T, HM0J602) tH*©«fPftff5Ctt«fcD, ^ 

15 'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, J = 6.6 Hz), 2.37 (3H, s), 3.02 (2H, 
m), 3.85 (2H, s), 7.32 (2H, d, J = 8.2 Hz), 7.69 (3H, m), 7.84 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.10 (2H, d, I = 8.2 Hz), 8.25 (1H, d, J = 
8.8 Hz), 8.51 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 
FAB(pos) 452[M+H] + 

20 8L6 : 225-227 *C GfiSIrfbftJK : IMUWt'-SM V?U IfJPX-xJW 

mmm 1 3 7 

N- [2- [ <cM V 7*n \L)V7 5 7)7 J-M -6-* 7 U -M -6- (4-7 Wl/7i 
-;i/)-n5P>75 K 
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Me 

X 



Me 



Me 



Me' 



m^m i o unrc n- b- [ (sm y y*p k°;i/7 ^ / ) ^ ?\>w -6-*y u =;w 

7-feh75K£ffl^T> «0j|6©2) £ [^(Diift^fT 5 D, % 

5 'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, J = 6. 6 Hz), 2.39 (3H, s), 3.02 (2H, 
. m), 3.86 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.70 (1H, d,' J = 8. 4- Hz), 
7.97 (2H, m), 8.13 (3H, m), 8.27 (1H, d, J = 8. 4 Hz), 8.42 (1H, m), 8.50 
(1H, d, J = 2.4 Hz), 9.22 (1H, d, J = 2.4 Hz), 10.70 (1H, s). 
FAB(pos) 453[M+H] + 

io ib£: 211-213*0 (^««: Mx^;i/->?-rvyotf;i/x-x;i/) 
mmm 138 

6- (4-^ p □ 7 xx;p) -N- [2- [(vH y y°p tf ;P7 5 y ) *^)V\ -6-3V u 



i o N-[2-[(^-f y yp if )W sy)^ -6-+ / U n;W 

'H-NMR (DMSO-dj) (5 : 1. 02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.61 (2H, m), 7.70 (1H, d, J = 8. 1 Hz), 7.93 (2H, m), 8.23 (4H, m), 
8.48 (2H, m), 9.25 (1H, m), 10.74 (1H, s). 
FAB(pos) 473[M+H] + 

: 201-203 *c (ffi&imm : W&tt^M yy°P fc^X-r^W 
HiS^il 139 



Me 
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N- [2- [ irM y M)V7 5 J ) ;WW -6-* / U ~M -4-<4-y x 



Me 




###J 1 0 N- [2- [ (SM y ya fc!Jl/7 57)^ ?\>W -6-+ J U =;M 
5 7"feh73 FSflJWr, HI&0I5 4<E>2) *±t«Bllf!3 8 tR*OliffS 
MS#*t5 H i: \z <£ D , »Hfls£*J*&fit&* t LT»fc. 
. 'H-NMR (DMS0-d 6 ) 5: 1.02 (12H, d, J = 6.9 Hz), 1. 60-1. 77 (4H, m), 2.26 
(3H, s), 2. 85-3.03 (5H, m), 3.82 (2H, s), 4.43 (2H, m), 7.12 (4H, m), 
7.62 (1H, d, J = 8.4Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, 
10 I = 8.8 Hz), 8.81 (1H, s). 
FAB(pos) 459[M+H] + 

mm : 1 84-1 86 "C : Bt«X^;W5M V 7 o t^X-x^) 

140 

4- (4>dd7i w -N- [2- [ <sm y yn e;P7 s ) ) y -6-* y u 

15 ^]-l-^'J^>A^5F 

Me 

JOT " 

i o n- [2- [ y rfu M)V7 5 y ) y u x;w 

7-feh75 K&JBWT, »#I5 4®2) ££tf%JfiH 3 8 i:^©^* 

20 'H-NMR (DMSO-dj) <5: 1.01 (12H, d, J = 6.3 Hz), 1.59 (2H, m), 1.81 (2H, 
s), 2.78-3.00 (5H, m), 3.82 (2H, s), 4.32 (2H, m), 7.32 (4H, m), 7.62 
(1H, d, I = 8.1 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, J = 
9.0 Hz), 8.81 (1H, s). 
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FAB(pos) 479[M+H] + 

8k£ : 201-203 V (M^mU : Stllfil'-^^ V :/P fc^X-T-JM 
HMfcl 14 1 



##011 2 4 Tl#e>tlfcX^;i/[5-[(4-^P^E^>v;i/) *+5/|-lH-r > H 
-;i/-2-f;W^^y— ;P (lOOmg, 0.301mmol) thUX5 1 ;UT5> (0.050ml, 
0.361mmol) Ofh7tFD77> (3ml) ^fol OX^T;* ? >7>)Vfc~)V2 P 
10 U K (0. 0256ml, 0.331mmol) £2(1*., 16#K«#Lfc. Effi*ICKnUS>> 

(o.3mi) l^s^tm i aftaDtftm^^x^x-^-c 

# 6 nfcSBSES 7)1 $t*7A^n-7b^7^- (MUM; »B6x5\> W 
15 fc<j;D*t»LT, -fy^PK;px-7 i ;pfc«fct)t»*fl3UT, *»ffr&4& 

(1.8ms) Sfcfc. 

'H-NMR (CDC1 3 ) <5 : 1.83 (4H, m), 2.62 (4H, m), 3.80 (2H, s), 5.04 (2H, 
s), 6.27 (1H, s), 6.85 (1H, dd, J = 2.4, 8.4 Hz), 7.05 (1H, d, J = 2.4 
Hz), 7.19 (1H, d, J = 8.4 Hz), 7.33 (2H, d, J = 8. 6 Hz), 7.49 (2H, d, 
20 J = 8.6 Hz), 8.95 (1H, s). 

mmm 14 2 

6- 7 xXJU-N- [6- (1 - fc° P U V x;M 9-M -2-j- 7 J-) V\ X P ? >7 5 H 



1 8 6- (1- t? P U i?XJM J-)V> 3-7*U>-2-7$.>*m* 

25 t> mmms4(D3) tmm(om^n^z.t\z^r), %Mfc&®&m&m 



5 



H 
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'H-NMR (DMSO-dj) 6: 1.73 (4H, a). 2.50 (4H, m), 3.75 (2H, s), 7.47-7.59 
(4H, m), 7. 77-7.92 (4H, m), 8.20 (3H, m), 8.44 (2H, m), 9.25 (1H, m), 
10.63 (1H, s). 

5 M& : 212-214 -C (S§H«& : BBtxWP-SMV T^D fc^X-WW 
6- <4-* h * 7 x x;W -N- [6- (1- M P ij i? x;p j* WW -2-^ 7 W W X P 



10 ##0U 8T#75:6-(l-trnU.'7x;MWW^7^l^>-2-T5>^V5 
T> H;K&#!]5 4(D3) fcWBOiWEfcfTSUfcfciD, *Wb£**atfM» 

'H-NMR (DMS0-d 6 ) 6 : 1.72 (4H, m), 2.50 (4H, m), 3.73 (2H, s), 3.85 (3H, 
s), 7.09 (2H, d, J = 9.0 Hz), 7.47 (1H, dd, J = 1.5, 8.4 Hz), 7.76-7.91 
15 (4H, m), 8.10 (1H, d, J = 8.4 Hz), 8.18 (2H, d, I = 9.0 Hz), 8.38-8.44 
(2H, m), 9.20 (1H, m), 10.59 (1H, s). 

jgfe£: 261-263 V (^Sfbgl : WX^-^ V^n t^X-f ;W 

mmm 1 4 4 

6-(4-7MD7i x; w -N- [6- (1 - tf □ U ?~)V *w w -I-* 7 W W x n 
20 ^>7S H 




1 8 Titfc 6-(l-k*P U '^MWW ^7* l»-2-7'3 >£/BV> 
X, HIS#)5 40 3) tR«OSilfP*ff'3ctfc«kD, £*Ifls£4&£fc6» 
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'H-NMR (DMSO-dj) <5 : 1.71 (4H, m), 2.47 (4H, m), 3.72 (2H, s), 7.41 (2H, 
id)., 7.48 (1H, d, J = 9.6 Hz), 7.76-7.91 (4H, m), 8.18 (1H, d, J = 8.4 
Hz), 8.28 (2H, m), 8.45 (2H, m), 9.24 (1H, d, J = 2.4 Hz), 10.63 (1H, 
s). 

5 m& : 238-240 XI (.mitfe® : ««X5\>P-5M V 7*D tfjl/X-xJW 
14 5 

6- (4- ^f)l/7i ~)V) -N- [6- (1 - tT D U >>~;M -2-^-75 1 ; W 
>75 H 




10 1 8T#fe 6-(l-k°DU^x;M3^)^7^>-2-7$>£ffl^ 

T, ££015403) t|PI«Oi»fP*ff'5Ctfc«kD» ^flJ&lbSfcStfr 

'H-NMR (DMSO-dj) <5 : 1.71 (4H, n), .2.39 (3H, s), 2.47 (4H, m), 3.71 (2H, 
s), 7:35 (2H, d, J = .7.8 Hz), 7.45 (1H, dd, J = 1.8, 8.4 Hz), 7.74-7.89 
15 (4H, m),. 8.12 (3H, m), 8.44 (2H, m), 9.23 (1H, m), 10.62 (1H, br). 
Bi£ : 260-262 "C ffi&imm : IWX^P-SM V 7°n t!;i/x-~r ;W 

^ttfti 14 6 

6- (4- 7 o n 7 x -N- [6- (l - t? □ u s> x;m W -2-^- 7 W X n 5=- 
>75 F 



T, «#I54©3) ii(5l#©^^fT5^<h{CJ;»9, Mflj&toS&fiffr 
'H-NMR (DMSO-ds) <5 : 1.71 (4H, m), 2.47 (4H, a), 3.71 (2H, s), 7.47 (1H, 



20 
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dd, J = 1.8, 8.4 Hz), 7.61 (2H, d, J = 8.4 Hz), 7. 76-7.. 88. (4H, m), 8.23 
(3H, i), 8.45 (2H, m), 9.24 (1H, d, J = 1.5 Hz), 10.68 (1H, br). 
H£ : 270-274 "C (ttAftfttt : IHtX^lr-SM V 7n tf^X-x^) 



5 mm 

(1) ^Sfifi 1 T»&ftfc4l5'&4& 5 0 mg 

(2) y?h-Z 3 4mg- 

(3) h^DDvM 1 0. 6 mg 

(4) (©0#) 5 mg 

10 • (5) 7f7>J >^T^vC7A 0. 4 mg 



(6) ^^^^^^-bjUD-X^^v^A 2 0 mg 

Wr 1 2 0 mg 

15 

i-i 7y h$i&#cDNA &JBV^PCRStfc:«fc* 9 v h SLC-1 S«# 
cDNA ©if *I 

7yHK*3fcpoly (A) *RNA .(^D->f^t) SHItU ^>^A^ 
7>f T-£JBV>T3»te^£JS&frfcr>fc. RNAPCRver, 
20 2 *y hOttfcfclUBl/fc. &fc£©&te¥££*&*8ffl£L''OBK |H» 
l^J;^2©^DNA^-fT-^^TPCR^ct^M^ff^fco 

dna ^7-f"7-}»ifi fc»iR$n*««©afeW«ns*n* «t 

5K:*iBbfc^ -£©IRfc3tfc^©5' ttK:fWIS»*Sal I ©fBB'r$&££ 

^jjm&nsn, £fc 3' mizmm&m spe i ©igirrs&*@BWttiD£fts 
25 <t5fc.5' «j:r;3' ^fc*n-6n©fWBB#*©B»S2?a*<*i)Dbfc. £ 

&?£©««, cDNA HM5 nl^ DNA-:?5*f T-fc 0.4/ill, 0. 25 mM dNTPs> 
pfu Uh7^^~>t) DNA#U*7-Hf0.5 /i 1 *[J:W*C#JR©/ty 

(/1-^>xjPT-th) SfflV*. 94"C • 60f^©JnS&©^ 94*C • 60 
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60*0 • 30 fj\ 721C • 150 #©1M 35 SHOSU MWz 72'CT 10 #|S 

^A7n^ Kfft&fcJ;^Tfrfcofc. 

##0111-2 pcr»©7?75 h^^-' \©u-77p-->^&jttf 

5 }?A cDNA «#®aU£Efl©*ttfc«k « ilfi cDNA K?iJ©5tfB 

1 - 1 TfT^o fc PCR &©Ef&£*tt 0. 8 %©{£M7#P-7$ i 

y-jvmm, 7xy-;p-7PP*;i'Am x*y-;ufcfci§:£fT&oTDNA 

^HIiRbfco PCR-Script™AmpSK(+)#P-->^*y h (7 h 57 
10 ©«fcfi£^> HJiKbfcDNA&757$ K^£7-pCR-Script Amp SKO'v 
1f77P-X>7*b£. ^n§li/i'Jh7 3U ( Escherichia coli ) XL-1 
Blue (7h57i?-» t#AbT^»^bfc^ cDNA JifrA8>rtt£Jt^ 
P->£7>tfv'J>:fe<fctfX-gal ^tHBI^igWTlliRU 

?%zu--><Dfrzmwvr£~D&Wifc%m^Tftmv, mmmim. con 

XL-lBlue/5y>SLC-l £#fc 0 i«0^D->§7>^>U >^tf LBlg 
*T-«*b, QIAprep8 mini prep (^7y>ft) &ffi^T^7X5 FDNA 
MW;. Hi!bfcDNA©-^Sffl^TiiTO^Sal I^ittSpe I fc«k 
33JI§r£fT&K #A$tlTV^^#cDNA8)rit©^^$&Wbfco. 
@E?iJ©&£©;fca&©MJ&&DyeDeoxy Terminator Cycle Sequence Kit (A— 

fco #5>tlfc 3 ^D->©@B?"J^#fb^:T©@BW^$nTV^7>y h 
SLC-1 7>^7ft (IB^!I#^: 3) &P-KTS cDNAgB^J (Lakaye, B. et al. 
Biochin. Biophys. Acta, Vol. 1401, pp. 216-220 (1998), accession No. 
AF08650) ©5' #Jfc Sal I W$M&lfftf$til>* 3' #Jfc Spe I mWmmWtia 

1-3 slc-1 mm CH0 M©ftg! 

##M 1 - 2 TKfoWWBStlfc^y hJ®£#© SLC-1 ©£*7$ / 

5' ffifcSal I«ISW#Jnb, ££3' flfc Spe IB|| 
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coli ©?P~>J;0 Plasmid Midi Kit &7tf>&) &/8V>T7^7S K£ 
ffilSBHKSal I££tfSpe I T®&fLT<1 >U— MB#fcfllDffib 

&K:»>ttk 7x7-;MfctH, 7x7-;u*^op*^Aaffl, x*/-;p 

5 ttK&ffttoTllIJRl/fc. £©'f>U— hDNAfcSal I fc«fctf Spe ItM 
LfcftlMBieaKBffl^^^-^^S KpAKKO-lllH (Hinuma, S. et al. 
Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (1994) |B^© pAKKOl. 11H 

^3>£frfcK £e$B£JB7^;*5 HpAKKO- SLC-1 mmLfco 
io pAKKO- SLC-1 TigfeilfcE. cpijDH5(l — 3~#-)£ffg%,Plasmid 
Midi Kit (^7^>a) SJHVvcpAKKO- SLC-1 ©7^X5 &WRb&. 
tn* Cel lPhect Transf ect ion Ki t A 7 7^'>7A*-1' ^x^ft) 

£fflV>Stf©7Ph3JW£t£oTCH0 dhfrJIBJI6fcSAbfc. 10 g©DNA 
*U>»*JW^At0*a»»tttU 24 BMftlfc 5 x lO^fcfcl x 10 6 
15 m<D CHO dhfritt£if«bfc 10 cm WC»bfc 0 lO^^^M* 
fc^tTMEM a«itlB^lim »IftU 10%j1#t£ 

-5 SLC-1 583gCHOlBlliaT*SJgSte»IBIia03 Pn-56 * E.->£ajRbfc. 
1 - 4 b SLC-1 V-fe^-SeHmRNA05SSao»^CHO/ 

20 sLc-i mmwomn 

###1 1 - 3T®££ftfc CHO/ SLC-1 * 56 9 D->0^7>; h SLC-1 
l/-fe7^-MfiSt mRNA ©&?g*£ Cytostar T Plate (7*7 5"* A" 7 T^*^ 
7/1-f^x^th) *JBK ^#©7p h^^H^^TOT^ct^HKbfeo 
CHO/ SLC-1 $c©i§-# u—l/tt Cytostar T Plate ©#well 1C2. 5 x I0*fl1" 
25 O^SUT24P#TO«bfc^> 10%#;i^U>fc«koTllllJft*H£bfc. & 
well Id 0.25% TritonX-100S»tT«©^ji^*25tfm 35 S 
b£gB»-5f: 5©riboprobe £JnATA^7U^X$-&&. 20 mg/ml © 
RNaseA ^ well fcJnfcTjfflB© riboprobe £$HbU7V- h£ «fc<ife#b 
im, A-fT'U^'f Xbfc riboprobe ©tt#ftS&£ Topcounter T$!l£bfc. 
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1-5 h h SLC-1 cDNA £^tf7^X5 F©M 
khMM*cDNA library (SUPERSCRIPT™ cDNA Library; GIBCOBRL ft) 
5 Genetrapper cDNA positive selection system (GIBCOBRL ^fc) ©7Za 7 

;UC«oT , 77-5> Fl X>H£#l/7--tfM^T» DNA £ nick £Atl 

1 hJJ^OTE&^cDNA library ^DiSlbfco 

Kolakowski Jr. 6 (Kolakowski Jr., et al (1996) FEBS Lett. Vol. 398, 
10 pp. 253-258) ©«fcfc3^V>Tf|s»U£Eai##. : 6 0£/jfcfr 'J =f* £ 1/^- 
?H (accession No. U71092 © 1434-1451 fcffiS) ©3' *^{Cbiotin-14- 
dCTP £ Terminal Deoxynucleotidyl Transferase ££fr>T#ftlU biotin-fb 

15 1 #«b MI&iBJBft* cDNA library 4 # g * 95*01! 1 #&i&L&&, 3fC± 
T?^#U biotinffc^'J^^l/^K 20 ng Sin*, WtTim *ft 
A-f 7 U ^-f if— 5> a >A v 7 7-TA-f 7*U *V Xbfc. 7. h W7 h 7 b 
>>>b— X^JPA, MAGNA-SEP Magnetic Particle Separator (GIBCOBRL ft) 
*m ^T, b io t in {fc:^ U 7 7 L^ K fcA-f 7* U 94 XV1t 1 b hB 

20 ieffij**cDNA^8IU Kolakowski Jn £©$RB (Kolakowski Jr., et al 
(1996) FEBS Lett. Vol. 398, pp. 253-258) fcX^V>Tf£«l/fclBattHI : 
7©-&j&tUrD*? l/^K (accession No. U71092 © 1011-1028 fcfg^) 
50ng Sy^-fT-fcLTT-a/JH^Tfflil^L, 2 *g(7?7 

25 1 - 6 IlLfch h SLC-1 cDNA £^tf7^75 F0i6Siaai©ft£ 

###| 1 - 5T*#f,nfc797.5 K £ ELECTR0MAX™DH1 0B™Ce 1 1 s \ZX.V2 
h D# L— 3 >STiAlTfS^Lm cDNA }f D- 
>£7>bv"J>RtfX-gal ^&LB*0Wtt*TMRU 

D->©**«ab^*sttTOovJT4MiiL/, ?gst&&#E. con. 
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DHlOB/hSLC-l *nr£M*<D2a->&7>\Z>'V>Z$tSLB WT-Ufcig 
*U QIA prep8 mini prep (*7^>*fc)£fflVvr7 , 7*S F DNA &nMV 
fco M&&P\fcfe<Df£#)<DfcJfofc, DyeDeoxy Terminator Cycle Sequence Kit 

5 mmvtc. *®m&s mm^-. 8\z^-rmmm^fiTc e z az% zntc 

Mmmn&3-\ t ?ZTS./m i mP\ (g23Wf : 9) te> Lakayee>©$g£ 
(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
fcMvC, k V SLC-1 ©E^l^tfk Mfefi&DNAgB^J (accession 
number :Z86090) ^ht\ZLXyy h SLC-1 ^£^f $nfcI2?!J<»:LT3f^£ 

io nwfctb sLc-i 75,;mffimttemte-oT&Q. MfemnozzizwR 

1$ 64 7 5 7 $±^13 HJ&n H >T & § ATG ifl mRNA ±T#arT S C <h £^ t 

Escherichia coli DH10B/phSLClL8 & I FO^il^N I BHCfftUfc, 

1-7 k hlftieiKfi*cDNA SflJWfcPCRftfcJ:* k h SLC-lcDNA © 

15 ttffi 

5?—>hyy'7&\zJ:Q&£i—~ytff*tiftti h SLC-1 DNAfiBlft^tr 
/77$h'^ItU gftWt: 1 O^tfl 1 ©£7&DNA 7?-r"?-<h 

§*tt-£ttfrfco&. jtu#©i|<l@DNA£kh SLC-1 (S)£, fttCilSDN 

20 A^hhsLc-ia)^=SLrc. ^rtDHA^-r^-riftWsefcTO^n 

HUglgSal I ©Igm-r-SiSSiBWtfJnSn* ££3' fiJfci!l!gg§^Spe I. 

©BH*r*ift*E5!i*sf«)p*n-5«k5te, 5' «^^3' w^n^n©^ 
PB»*©iBilffl^&#iiDLfc. kh SLc-i (s)iiiH©sra©E^ kb 

25 SLC-1 DNAE^JS-iftf^^^S £)&DNA ^'fT-S- 0. 4 

U Ms 0.2 mM dNTPSx pfuDNA#U*7~tf0.5 # 1 ^«kt/W*fc#JR©/ , ?y 

(A°-*>x;W-ft) fcflJV^ 94*C • 60 #©«©& 94^-60^ 
57*C-60#, 72"C • 150#©-tM^;l/£ 25 0HOigU 72t: • 10 # 



WO 01/82925 



192 



PCT/JP01/03614 



^iBLfc. £fc> k h SIC-l <L)m®l<DEfm<Dmj&}& kh SLC-l DNA@3 
m&^tf^yXS. K$#g!5 u U£/&DNA7°7-l'T-&0.4 # M>0. 2 mMdNTPSs 
pfuDNA tKU ^ 5— i? 0. 5 u 1 £<fcOT^CtfJ§tf)A-y 7 7-X\ 

5 *mi\ 94t: • 60#©«©fts 94*c • 60 60^: • 60^, ire • 

##091- 8 PCR ^#J©y^X5 K^^^-^Oity^D-->^J;^ 
10 jf A cDNA g&#©:&SgB^J©j§?g!£<k SHI® cDNA |B^J©« 

##0»J 1 - 7T-fr&o£ Km<DfcJ&mm$ 0. 8 %©®M7^P-xy 
^£JBV>T#$IU A>K©$#£#^UT^DajL£^ iMJWk 7x, 
/-Jl/ttttl, 7x;-Jl"^Dn^MM x*/-;pmg£f?&oTDNA 
^HIiRLfco PCR-Script™Amp SKO^P-x>^y h UN7^^->tt)' 
©flJ^fctEW 0iRL&DNA&:/7X$ F^^-pCR-Script Amp SKC)^ 
•y-^D-->^L7c 0 ilMx^iiJk7 3'J (Escherichia col i ) DH5 
a competent cell fcSAl/TJBJWEJfcl/&& cDNA*?AI$t 

Jt£j#O^P->£7>kv-y X-gal *£mB*38&lg|«t»TjWRU 

SftSMTS* P->©#4«BLfco£#K£JflVvc#*U k h SLC-l 
(S) (Dl&WfcWkW JL coH DH5 a/hSLC-1 (S) £ fc h SLC-l (L) ©JI^!jEffe#: IL 
col i DH5 a/hSLC-l(L)£#fco fl*©*P->£7>fc!>'U >£^tHB ««i 
T-H&ig^U QIA prep8 mini prep 7^>ft) £ffl^T:/7X$ F DNA 
Sm«b&. W«LfcDMA©H»SffiViTWIS»*Sal l£«fctfSpe I K«fc 
*8J»r&fTfcK #A$nTVi*g38rtj:cDNAKM-0^:*$*fllBUfc. &g 
@3?iJ©ft^©fc#>©£j&teDyeDeoxy Terminator Cycle Sequence Kit (/t— 
*>XJl/V-ft) fcJBWTfTfcK fif^llv^ ^>t-^ffl^«l 
fc. #&nfc£ P->©6B?J«, k h SLC-l 3tfciP££Sll<h LTE*** : 
1 0&=ktf 1 l©-&J«DMA^-rv-Tiie$n*^€rDNABBJiJ (SB?ij# 

t : H) ^.t^k h sLc-i mfc^zmmt Lxmmm^ : 1 2£«ktf i 3 
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##0U 1-9 th SLC-1 (S) CHO k h SLC-1 a) %M CHO « 

5 #%0J 1-8 TEElJWfflBSnfc k h SLC-1 (S) t, k h SLC-1 (L) #gA£ 
ftfcT^XS KfcJ:?T%gt5ft3ftfcB. coli ©#P->«j:0 Plasmid 
Midi Kit (*7$*>tt) *fflViT^7^5 H*W»U (HISMSal I * «k 
ZS Spe I T*^©f LT-f >1i— Ottlbfc. -f >f— h DNA 

d<ZH>U— b DNA £ Sal I££tfSpe I«Lfcl«Mffl^^ 
— HpAKKO-lllH (Hinuma, S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994)gBffc© pAKKOl. 11H tWi-(D^i7^-Zfy^ H) 

15 gtffl ^7^5 H pAKKO-hSLC-1 (S) £ pAKKO-hSLC-1 (L) 

pAKKO-hSLC-1 (S)£<J;tf pAKKO-hSLC-1 ODWRSaftbifc fL_conDH5 a (h 
-3-/S-) Plasmid Midi Kit (^7y>1±) £/8V>TpAKK0- 

hSLC-1 (S) £ pAKKO-hSLC-1 (L)©^^$ HDNA*jH»L/fc. E*l£Cel lPhect 
Transfection Kit (7 - 7$/tA7 7K^7/^tf^a:) *ffl^m#©^ 

20 D b^MzU^T CHO dhfr1MSK:i*AL&. 10 yg® DNA £U >m%)Vis 
V&£<DXtMMmtU 24^Mfc5 x 10 5 £fc«l x 10 8 <@©CHO dhfr 
mm^nbfclQ cm^^-Wc^jfllLfc. 10%^^J£lfilf»£^i?MEM a 

25 us) M^mAmm®T?&zmn&mim<D3u=.-M!7u->&&Tf, 

k h SLC-1 a) »€^*ACH0»J&T?*-5»S(EiftiBlia©3Pr:--61 

###| 1-10 k h SLC-1 <S)£<fctfk h SLC-1 (L) mRNA ®85§£©ieiV>» 
fc^3IA*ffl«©jliR 
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1-9 -e^SL^tlfc CHO/hSLC-l 56 £ D->&J;tf CHO/hSLC- 
KD %61 7D->0iRNA0fgglS£CytostarTPlate (7T->^A7rJl^ 

Lfc. CHO/hSLC-HS)^^ CHOASLC-l(L) W<D&# U->% Cytostar T 
5 Plate wel 1 fc 2.5 x 10 4 ffl*fO»aibT 24 WIH«*Lfc«, 10%*;i/V 
'JXaoTlMiglfc. & well 0.25* TritonX-100 ^MLXM 
m<omm&%mfft& 3S S 7"WL&E3W§- : l 6<D riboprobe SJDAT 
/W^U^XSftt. 20 mg/ml <D RNaseA £&wel l IdjD&Tjgli© 
riboprobe £tmtU ^-h&J:<»bm /W^'j^Xbfc 
10 riboprobe ©$ltt§ffi£ Topcounter Tltbfco $g^14©ffi^#mRNA 

57 

*f*0ij l «*Mfr&«r©.GTP r s n-f y=T4 >if7y±^f %m^1t7>$3 
15 ~7 

i-io T#e»nfe k h sLc-i %m cho mm& n-> 57 

09 1 - 4T#Sn&9y h SLC-1 CH0«7D-> 44 £fflV>T> UT<D 

ft U >M*^a^7jc (pH 7. 4) \Z k h , ££#7 s> h SLC-1 SSS CH0 B 
Jte(lilO«fi) ar&Lfc. Mc^l^yMc^^-hA'^r 
-(10 mM NaHC03 , 5 mM EDTA, pH 7.5)* 10 ml Jo*., #U hP>*c ; ev J ^- 
If-SfflV^T**^- h Ufc.400XgT 15 ^3a^bT#e.nfc±?s* 

$ &t loo, oooxgT i mmmbL.mmftvmmMznrc. nomm* 2 mi 

©7yfe-f/ty7 7-[50 mM Tris-HCl (pH. 7. 5h 1 mM EDTA, 0.1% BSA(7 
->Jfil?i7;i/^$»^ 10 mM MgC12, 100 mM NaCK 1 u M GDP (7*7/ v> 5' 
U >W » 0. 25 mMPMSF(7x-;i/^^;U7;i/*-;U7;^^-1' K)> lmg/ml 
^^77^X 20 mg/ml Df^7^X 10 mg/ml 7*77*7$ H>]fc8 
»U 100,000XgTmiW3tObfc. tt»tLTIaIiK^nfclilii^W 
20 Bl©7y-fe-f Ay7 7-K:«»U -80* CT{fc#U «JB©fP 
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fcf k >m® 96 1/- h 7v^ A* y77 -T*R h tc SLC-1 ftgg CHO 

nmmft m u i DMso»8n?*frRbfc 3xio- ,0 m mch 2 m u 

5 tt*©WK:*lRbfc«[*^'&*jef«2 Ai K ££tf[ 35 S] -Guanos ine5' -(r 
-thio) triphosphate(fc-fl#Hfl thS) 25 # 1 *n*ftSSiB Life GIB 
J&J&ftftg:20 n g/mh [ 35 S] -Guanos ine5' -(r-thio) triphosphate ftftg : 
0.33nM). ^0TO^25 , CTl«fK, &#bftj&t££/ft£itfc^ ^7X7 
-f Jl^-(GF-C)SJHVVT!ft5|J5ifiU S6ICt5fe#»t (50mM Tris-HCl W&Wi 
10 PH7.5) 300 ^ lTf3IeI^Lfeo ifyT.y^OV^^zWiW^y^—^-^ 

50mi aapu aofcmawflHt^w^^^i^-^g >##>*-t«l;>L 

*Jnbfci£©**NStt)/ (MCH **JnLfct*0tti*Stt-DIISO»**SS 

15 



B^fcfe OUi : nM) 

ik&Vn (i) , (r) ££tPen ffinfcMCHg^&teWffl 
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i. a 

Ar-X-Ar-Y-N< ; (| 



5 tt*. hxnmm&m\sX\<}T%&^wmtt-, 
Ar \m^^hx^x%^m^mmm^ 

io x^xh&^gmmmmzmf&Lxb&<. R 2 tem&tzmm?&£xs 

mm%m*fcf$i.x^x.*>£w xm^ti^it^^tc^o^^mLx 

15 2. R 1 *J;^R 2 »-^^M^^T7K^m^^7 k c«gmS^LT^T 

*> «fc ^m&m&zmtfr, r 1 <t r 2 ta^si-s^m^ i 
GLx^xb£^%mmmmzmi&'rz>fi\ r 2 «^-r-5^jfg^j;^ 
y t tb\znmmzGLx^xb&^mmmmm&-?z>m&m i fen 

20 3 . ;* 7->I$*Jl/t>(;iglt5^i0fK • MTi&5»«l 1 IS 
5 . 3£ 
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Ar'— X— Ar— Y— ) <f) 



X\«C0NR 8 , NR 8 C0 (R 8 «7MfIB\ AD^ftStlTHTfciVU!., 
7MJK Any>4b&ftTV>Tt><J:V> C 1 _ 6 7;P*;i/-#;l'#~Jk AD^ 

5 XfcStlWTfcck^ c 1 _ 6 T;wi/x;i/*-;^^l _ )>oco SfcfcCOO *; 
YttiSlcDJK^*: l fc^b 6 ©x^-U— * ; 

Ytfcti tlftSSHTUTt) <fcVi-&»S*ga*JgJs36bT^Tt) «fc < , R 
2 tt*»-r«S3(iS^ Y£<fctf Ar ££*>fcg^£#l/TVvC'b<J:Vv&S 
*«f-&5R*^ricUTViT'b«fcVi. fc£U X^tCONR (R tt***^*fcJ4 C 
1 _.7;WI'fc*'r) ArttAD$*>, kh'D^X C ,_ e 7;P 

H-)V*fctt^>X^+U-l/-;WT?fe< ; X^CONH Ar ttTJl/ 

7;i/3^^<t^Aby>^e>M«n§sgi»^bTViT ! b e t^4 

>TffcV>J&\ tTc}t2-^>'M)V7^./ -^/U 
; X 1 ^ COOT?* -Si:*, Ar '(Jlii^f lt^Tt)<J;^ffM 

6. X 1 J9SC0NR 8 £fcttNR 8 C0 (R 8 «7jc*il^ An^^t$nWTt><fc 

AD^wb$nT^T s ba:vu 1 _ 6 7^;Px;i/*:-;i/^l-) t&o, r 1 

25 ft-(b**a£*^-r*\ R 1 tR 2 <h«^T^.^M^i: ! b{cg^$WbT 
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7 . Ar 1 x^n^wmm^Mxh^m^. s mmoxtG®. 
2>%mmm&m^&M<D7km? i m%®^t£mx%>%>tmm7mm<D<k 

9. Ar AD^Vlf; Any>ftStlTWfcJ:^ C ,.,7^** 

w\ d nx v^x j; ^ c 1 _ 6 7;i/^ zmunzmmmztn 

10. Ar 1 ^ M^I«^bT^Tt)ctViC 6 _ 14 7U-;H?gm$nT^T 
1 1. X^^CONH^fcSCOOT^^If^SfBmoD^^o 

15 1 2 . Ar x^ n^m^m^mm^mm^ 9 l 1 4 (Dm^&msm 
mmmfc7kmx$>&m?m 5 Em©^^. 
1 3. krx^nm^m^mmijn om^m^mmmmnx$> 

1 4. Ar T:*$ft5fl&£^^§^*y ij y&fcUI-y? V>X$>Z>m 

20 ^t5fB«<Dfl;£tL 

15. X 1 #tC0NR 8 £fc&NR 8 C0 (R^SUf^, An^>ft$nT^Tfe 

Ar *t+ / U > * te± 7 * !✓ >T& 3 Iftftg 5 |S«® te£^ 0 
25 16. YT^nS^TOM^icl^ViLe^X^-U— ^ -0-, -S-, 
-CO-, -SO-, -S0 2 -, — NR 8 — (R 8 &7k^IC^ j\ajf>it^nx^ 

x§£^ c x _ 6 7;wk Aay>fc$nT^Tfccfcv> c x _ 6 7;wp-^;p 

#-;k AD^fb^nWTfcJ^C 1 . 6 7)V^)VX)i^=.)^mt) 

DtAP^Wb^nT^TfecfcV^^C^e^SlM'fbTK^^e.^^tlS 1 
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5 19. «S»J^'J>, tT^U^X fef"<?5>>. k'P'Jy>. 
U-f7y'J^>, lH—f$^/-;K 4,5-^kHP-lH-^5^/-;K 
FP"f> F~;k 1, 2, 3, 4-t- F 7 1 F P*7 U 1, 2, 3, 4 

—rh^fc FP-fV*/U>T&Slf*«l 8|B«©<b^o 
2 0. M^5i2M<D{t£®*tc\$*<DM*^VTtZ%mmW&^ 
10 2 1. 5 mm<D{k£®<D7u F 7 y ifo 

2 2. 4'-^PP-N-[6-[(N, N-> ? ^^75y)^^;W-2-^-75 1 ;W [1,1'- 

tr 7x^;W-4-*;v#W5 F ; 

4* P P-N-C6- (1- If P u ^jm^W -2-±7^;H [1 , f - k'7i-;W - 

4-# a F ; 

15 4* -y )Vt n-ti- [2- 0 - tf p u * 3-M -6-* y u -;W [i,i'-H7i- 
4* - d-n- [2- (i - tf ^ u s^-^ jWW -6-* j y -;W n.i'-t^x- 

>]-4-*;U^*lJ-5 F ; 

4' -Z PP-N-[2-[(2-^^;W4, 5-v?t F P-lH-f 5 ^/-Jl'-W ;W ^ 

20 ;w-mv u-;w [i,i'-fcf7x-;i/]-4-*;i/^ij-$ F ; 

4' P P-N-[2-[(2, 2, 6, 6-x h- ^^IM-lf^U v n;W y -6-* J 
u~;W [1, r-f7xnjl/]-4-^;i/#^S. F ; 

4-(4-^pn7xn;w-N-[2-(i-t°PU> f r:;uy^;i')-6-^y y~;W-i-t? 

25 N-[2-(l-lfny ^-JM^WHMV 'J^W [l,l'-k*7xnjW-4-*Jl/^ 

^5 F »' 

6- (4-^^7i -N- [2-d-tfp'J >>~;M ?M -6-* y U n □ 
F ; 

4-(4-y h+y7x^V)-N-[6-(l-lfP »J J?^^)-2"t7f;W-l-li 
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6- (4-* h * i/ 7 iZJW -N- [6- (1-fcf P. U P-)\>* 3-)V) -2-j- 7 ?M -3=? 

>T5 H ; 

6-(4-^^;P7x-;W-N-[6-(i-tfn U s^njM^W -2-^7 
2 3. 5fc: Ar'-H (XII) 

L-X^Ar— Y-N< (xiii) 

\ V--' 



,R U v 



Ar 1 — X— Ar— Y— n( {n 

: • .R •• '* 



15 2 4. SAW<HS!lT*5lil*®lS3aoSI. 
2 6. 5£ 

R 1 -, 
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2 7." 3* 

R 1 " ■ 

Ar 1 — X— Ar — Y — N C m 




15 X*£OTttra— SfcttRfcoT^OKWl to 1/6 ©x^— y— ft ; 
Ar tt«jftSftWUTV>Tt>«kV»»^SS^5!r*iRft ; 

V^b7KSlSft^tri\ R X £R 2 i:W^T5^^it)}cM^SftWb 

20 Yttb\zmMmmLT^Tb£^^Mmm*&j&VT^Tb£<. r 
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Ar 1 — X — Ar — Y— N { ) m 
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[5$>fc Ar 1 ttfiJ^£#l/TVvtfcJ:V>8t#g£ ; 
Y £ £ t> fcBJftSSW VX V^T *> «fc W&g#fc$gi£ UWT «fc < , R 

29. kmow • «Men«iiifi-r«^»o, a 

R 1 " ••. 

Ar 1_ X _ Ar _Y_ N / : (|) 



[5£1>, Ar 1 ttBS^£*UWTfc«fcV>SMK3£ ; 
TUT feck V>&g*tt*3t£ l/Tt)<k<, R 2 3g*lfcP*S «fc 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Melanin Concentrating Hormone Antagonist 
<130> 2723W00P 
<150> JP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 
<160> 16 
<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly Pro Asn Ala Ser Asn 

1 . 5 10 15 

He Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He He Met Pro Ser Val Phe Gly 

35 . 40 45 

Thr He Cys Leu Leu Gly He Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 ■ 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp lie 
65 70 75 80 

Phe He He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser Gin Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe He Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly lie Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 
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Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 . 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 





340 345 


350 




Thr 








<210> 4 








<211> 1074 








<212> DNA 








<213> Rat 








<400> 4 








gtcgacatgg 


atctgcaaac ctcgttgctg tccactggcc 


ccaatgccag caacatctcc 


60 


gatggccagg 


ataatctcac attgccgggg tcacctcctc 


gcacagggag tgtctcctac 


120 


atcaacatca 


ttatgccttc cgtgtttggt accatctgtc 


tcctgggcat cgtgggaaac 


180 


tccacggtca 


tctttgctgt ggtgaagaag tccaagctac 


actggtgcag caacgtcccc 


240 


gacatcttca 


tcatcaacct ctctgtggtg gatctgctct 


tcctgctggg catgcctttc 


300 


atgatccacc 


agctcatggg gaacggcgtc tggcactttg 


gggaaaccat gtgcaccctc 


360 


atcacagcca 


tggacgccaa cagtcagttc actagcacct 


acatcctgac tgccatgacc 


420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 
atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat. cacccctgtg 540 
tggctctacg ccaggctcat tcccttccca gggggtgctg tgggctgtgg catccgcctg 600 
ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 
cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 
gtggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 
attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 
cagctgtcca tcagccgccc gaccctcacg tttgtctact igtacaacgc ggccatcagc .900 
ttgggctatg ctaacagctg cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 
cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 
aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 5 
<211> 262 
<212>RNA 
<213> Rat 
<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 
uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 
aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 
caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 
gcuguuagca uagcccaagc ug 262 
<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc ctcaaccc 18 
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<210> 7 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

cctggtgatc tgcctcct 18 

<210> 8 

<211> 1275 

<212> DNA 

<213> Human 

<400> 8 

taggtgatgt cagtgggagc catgaagaag ggagtgggga gggcagttgg gcttggaggc 60 
ggcagcggct gccaggctac ggaggaagac ccccttccca actgcggggc ttgcgctccg 120 
ggacaaggtg gcaggcgctg gaggctgccg cagcctgcgt gggtggaggg gagctcagct 180 
cggttgtggg agcaggcgac cggcactggc tggatggacc tggaagcctc gctgctgccc 240 
actggtccca acgccagcaa cacctctgat ggccccgata acctcacttc ggcaggatca 300 
cctcctcgca cggggagcat ctcctacatc aacatcatca tgccttcggt gttcggcacc 360 
atctgcctcc tgggcatcat cgggaactcc acggtcatct tcgcggtcgt gaagaagtcc 420 
aagctgcact ggtgcaacaa cgtccccgac atcttcatca tcaacctctc ggtagtagat 480 
ctcctctttc tcctgggcat gcccttcatg atccaccagc tcatgggcaa tggggtgtgg 540 
cactttgggg agaccatgtg caccctcatc acggccatgg atgccaatag tcagttcacc 600 
agcacctaca tcctgaccgc catggccatt gaccgctacc tggccactgt ccaccccatc 660 
tcttccacga agttccggaa gccctctgtg gccaccctgg tgatctgcct cctgtgggcc 720 
ctctccttca tcagcatcac ccctgtgtgg ctgtatgcca gactcatccc cttcccagga 780 
ggtgcagtgg gctgcggcat acgcctgccc aacccagaca ctgacctcta ctggttcacc 840 
ctgtaccagt ttttcctggc ctttgccctg ccttttgtgg tcatcacagc cgcatacgtg 900 
aggatcctgc agcgcatgac gtcctcagtg gcccccgcct cccagcgcag catccggctg 960 
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cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact atgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 
gtgtacatcg tgctctgtga gacgttccgc aaacgcttgg tcctgtcggt gaagcctgca 1200 
gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga 1275 
<210> 9 
<211> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Yal Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 . 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala . 

50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn lie He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He He Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 



WO 01/82925 PCT/JP01/03614 

7/11 

Asn Val Pro Asp He Phe He He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala lie Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

405 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 

<210> 14 

<211> 1074 

<212> DNA 

<213> Human 

<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 60 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcctac 120 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat catcgggaac 180 
tccacggtca tcttcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 240 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg catgcccttc 300 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 360 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 420 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 480 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat cacccctgtg 540 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg catacgcctg 600 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 660 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat gacgtcctca 720 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac ccgcacagcc 780 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct acagctgacc 840 
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cagttgtcca tcagccgccc gaccctcacc tt.tgtctact tatacaatgc ggccatcagc 900 
ttgggctatg ccaacagctg cctcaacccc tttgtgtaca tcgtgctctg tgagacgttc. 960 
cgcaaacgct tggtcctgtc ggtgaagcct gcagcccagg ggcagcttcg cgctgtcagc 1020 
aacgctcaga cggctgacga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcagtgggag ccatgaagaa gggagtgggg agggcagttg ggcttggagg 60 
cggcagcggc tgccaggcta cggaggaaga cccccttccc aactgcgggg cttgcgctcc 120 
gggacaaggt ggcaggcgct ggaggctgcc gcagcctgcg tgggtggagg ggagctcagc 180 
tcggttgtgg gagcaggcga ccggcactgg ctggatggac ctggaagcct cgctgctgcc 240 
cactggtccc aacgccagca acacctctga tggccccgat aacctcactt cggcaggatc 300 
acctcctcgc acggggagca tctcctacat caacatcatc atgccttcgg tgttcggcac 360 
catctgcctc ctgggcatca tcgggaactc cacggtcatc ttcgcggtcg tgaagaagtc 420 
caagctgcac tggtgcaaca acgtccccga catcttcatc atcaacctct cggtagtaga 480 
tctcctcttt ctcctgggca tgcccttcat gatccaccag ctcatgggca atggggtgtg 540 
gcactttggg gagaccatgt'gcaccctcat cacggccatg gatgccaata gtcagttcac 600 
cagcacctac atcctgaccg ccatggccat tgaccgctac ctggccactg tccaccccat 660 
ctcttccacg aagttccgga agccctctgt ggccaccctg gtgatctgcc tcctgtgggc 720 
cctctccttc atcagcatca cccctgtgtg gctgtatgcc agactcatcc ccttcccagg 780 
aggtgcagtg ggctgcggca tacgcctgcc caacccagac actgacctct actggttcac 840 
cctgtaccag tttttcctgg cctttgccct gccttttgtg gtcatcacag ccgcatacgt 900 
gaggatcctg cagcgcatga cgtcctcagt ggcccccgcc tcccagcgca gcatccggct 960 
gcggacaaag agggtgaccc gcacagccat cgccatctgt ctggtcttct ttgtgtgctg 1020 
ggcaccctac tatgtgctac agctgaccca gttgtccatc agccgcccga ccctcacctt 1080 
tgtctactta tacaatgcgg ccatcagctt gggctatgcc aacagctgcc tcaacccctt 1140 
tgtgtacatc gtgctctgtg agacgttccg caaacgcttg gtcctgtcgg tgaagcctgc 1200 
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agcccagggg cagcttcgcg 

aagcaaaggc acctgaacta 

<210> 16 

<211> 420 

<212> RNA 

<213> Human 

<400> 16 

caaaagcugg agcuccaccg 
cuuucugucc ucuccucguc 
gcugcaggcu ucaccgacag 
acaaaggggu ugaggcagcu 
acaaagguga gggucgggcg 
gcccagcaca caaagaagac 
cgcagccgga ugcugcgcug 
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ctgtcagcaa cgctcagacg gctgacgagg agaggacaga 1260 
gtt 1283 



cgguggcggc cgcucuagcc cacuaguuca ggugccuuug 60 

agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 

gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 

guuggcauag cccaagcuga uggccgcauu guauaaguag 240 

gcugauggac aacuggguca gcuguagcac auaguagggu 300 

cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 

ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2Xa) for the following 



1. 1^ Claims Nos.: 26,27 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claims 26 and 27 pertain to methods for treatment of the human body by 
therapy, and thus relate to subject matters which this International Searching 
Authority is not required, under the provisions of Article 17(2) (a) (i) of the 
PCT and Rule 39.1 (iv) of the Regulations under the PCT, to search. 

2. □ Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
extent mat no meaningful international search can be carried out, specifically: 



3. □ Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box n Observations where unity of invention is lack ing (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

(See extra sheet.) 



1. □ ^reo^d additional search fees were timely paid by me applicant, this i^^ 

2 * ^ ^i^ota! fe^ 018 0011141 bC With0Ut eff0rt ^ ^ditional fee, this Authority did not invite payment 

3. □ As onty some of the required admtional search fees were timely paid by me applicant 

only those claims for which fees were paid, specifically claims Nos.: «ua ionai searcn report covers 



l 



4. □ No required additional search fees were timely paid by the applied ^ 

search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest □ The additional search fees were accompanied by the applicant* s protest 
Q No protest accompanied the payment of additional search fees. 
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Continuation of Box No. II of continuation of first sheet (1) 



The inventions of claims 1 to 4, 24, 25, 28, and 29 relate to melanin 
concentrating hormone (MCH) antagonists containing as the active ingredient 
compounds represented by the general formula (I) in claims 1, 28, and 29 
and preventive and therapeutic drugs for MCH- related diseases such as 
obesity. 

The inventions of claims 5 to 23 relate to compounds represented by 
the general formula (I 1 ) in claim 5, processes for the preparation of the 
compounds, and drugs for nonspecified uses containing the compounds. 

In terms of chemical substance, the compounds of the general formula 
(I 1 ) are included among those represented by the general formula (I) in 
claim 1. Further, the results of prior art search reveal that two inventive 
concepts, i.e. , "use of novel compounds as drugs" and "novel use of publicly 
known compounds as drugs" intermingle in claims 1 to 4, 24, 25, 28, and 
29. Such being the case, a group of inventions of claims 1-4, 24, 25, 28 
and 29 and a group of inventions of claims 5 to 23 are not considered as 
relating to a group of inventions so linked as to form a single general 
inventive concept . 
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